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PROCEEDI NGS
COPEN NG REMARKS

PROFESSOR CHARO W are going to begin with a
few words fromEric Meslin on sonme housekeeping matters
and after that we will proceed albeit alittle bit
| ate, and | apologize to the first presentation of the
nor ni ng.

So, first, good norning. | amAlta Charo. |
will be chairing this norning. To ny right is
Prof essor Al ex Capron, who will be chairing this
af t er noon.

| would like to begin the neeting with Dr.
Meslin's Executive Director's comments.

DR MESLIN  Just very quickly as a rem nder
to those who were here yesterday and to the people who
have arrived for today's session, we are going to be
splitting the day up in reverse order fromwhat was
di scussed yesterday, beginning wth a discussion of our
oversight report, and then noving on in the afternoon
to a discussion of the international report.

VW will be having a working lunch, which is to
say that the Comm ssion wll be functioning during the
| unch hour and they will be discussing Chapter 3 of the
International Report during the |unch hour.

| mediately follow ng the | unch hour, just as
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you are keeping note on the agenda, we will have a
very, very short discussion of the revised
recomendation that Dr. Macklin and Dr. Lo circul ated
| ate yesterday afternoon to you. It is a one page
sheet of paper that says "alternatives." That wll be
a very short discussion.

If you are followng along in the agenda, what
we propose to do at 1:30 is stick with the schedul e and
di scuss Chapter 4. There will be a break at 3:00.

It is Ruth Macklin's wish and ny pl easure that
Comm ssi oners should be inforned that the discussion of
Chapter 4 will principally focus on the neno that
Harol d Shapiro faxed to you yesterday for discussion
and comment. W thought that woul d be as useful an
exerci se as discussing the chapter itself since these
are issues that in Harold' s absence he wanted to have
di scussed.

And then from 3: 15 until the end, we will be
di scussing Chapter 5. So if you are annotating your
agenda, we have renoved the 4:45 p.m itemthat says,
"Chapters 2, 3, 4 and 5, Revisited." W wll not be
revisiting those chapters. W wll spend 1:30 to 3:00
tal ki ng about Chapter 4 and 3:00 until the end talking
about Chapter 5.

Thanks.
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ETH CAL AND PQLICY | SSUES | N THE

OVERSI GHT OF HUVAN SUBJECTS RESEARCH
PROFESSOR CHARO  Thank you, Eric.

Ckay. We are going to begin this norning with

sonmething that | think is quite wel come by way of

i nformati on.

Ms. Erica Heath is the President of

| ndependent Revi ew Consulting here in California and

has prepared a paper for us on the history and the

future of independent Institutional Review Boards,

sonet hi ng about which, | think, we all would like to

| earn nore.

Thank you very much, Ms. Heath, and ny

apol ogi es again for keeping you waiting.

PANEL 1V: | NDEPENDENT | RBs
ERI CA HEATH PRES| DENT
L NDEPENDENT REVI EW CONSULTI NG

SAN ANSELMD,  CALI FORNI A
M5. HEATH. Well, thank you very nuch. It is

with sone pride that | tal k about | ndependent

Institutional Review Boards. | have been working with

| RBs for approxinmately 30 years, speaking at PRI M&R and

ARENA, and witing about |RBs.

of

The devel opnent of | ndependent | RBs has been

i nterest because they have devel oped within a | arge
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f ramewor K.

(Slide.)

What | want to do this norning is tal k about
four things: The pl ace and the position of
i ndependent IRBs within the world of IRBs; the
evol uti onary changes that brought about the
I ndependence; sone information on the structure and
function; and then a little bit about the history.

(Slide.)

To take a very sinplified view first, there
are basically two systens. One is the assurance system
and that is where the NIH through OPRR, the O fice for
Protection from Research R sks, reaching an agreenent
or an assurance with the institution. And for "N H'
you coul d substitute any federal funding agency that
signed on to the Common Rul e.

The FDA is a regul atory agency and regul ates
t hrough a conpliance nmechani smthrough the sponsor.

Where are the investigators in all of this?

The investigators can be found al nost
anywher e.

(Slide.)

The investigators there in pink can be found
in alot of places. They can be found wthin

institutions. That is very traditional. |In hospitals
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of any size, with or without assurances. W can al so
find investigators |located within foundations, clinics,
in their private practices, w thin sponsored conpanies.

I think you heard yesterday about Ceneral
Mot or s.

The area of private practices is the area that
| think is growing quite rapidly and is projected to
grow even nore rapidly.

(Slide.)

How do all of these investigators then relate
to the FDA and the NTH? Well, obviously the one in the
institution relates through the institutional channels
to -- through the assurance and the gui dance that they
receive is through the institutional neans.

Al'l of the investigators that are working on
studi es of regul ated products are in a conpliance
network with the FDA. FDA can conme out and audit any
of those investigators pretty nuch at any tine.

(Slide.)

So in this big picture where are the | RBs?
The red IRBs there are again |ocated all over. There
Is one in every institution that has an assurance. FDA
actually has one in-house. Sone sponsors and conpani es
have them And then there is the independent IRB to

the right. As the research world expanded, the
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nunber of independent |IRBs increased. How do those
IRBs relate to the investigators?

(Slide.)

The IRB in the institute relates directly with
the investigator in that institution. The independent
IRB relates directly wwth the site and the investigator
bei ng revi ened.

| have dotted lines there to the investigators
in the boxes. Those boxes are institutional
organi zations. W can review investigators fromthose
pl aces but only with the perm ssion of the
adm ni stration of that institution.

(Slide.)

How does the FDA relate to all of these | RBs?

Again it is a direct conpliance relationship. The FDA
can and does go out and audit each of those IRBs. The

i ndependent | RBs get audited using the same general
framework and investigation policies that are used for
all |1 RBs.

(Slide.)

And finally how do each of these IRBs relate
to the NTH? Again the ones in the institutions relate
directly through a Miultiple Project Assurance.

In smaller institutions that do not do as nuch

research, there is a Single Project Assurance that can
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be negotiated for each study. There are sone very
small institutions that are getting grants such as
Smal | Busi ness I nnovati on Research Grants, who have no
IRB, and really have no interest in setting one up.
They may be very small. They may not have the
knowl edge or experience to set one up and they are
contracting wth independent IRBs. The institution
still holds the assurance and is responsible for the
protection of subjects but they work directly with a
nore know edgeabl e | RB.

That is pretty much where we exist in the
| arger world of IRBs. How did we cone about?

(Slide.)

| think there were four major events or
changes that were inportant in the evol ution of
I ndependent IRBs and the first were changes in health
care delivery.

When DRGs cane in, the D agnostic Rel ated
Codi ng Groups, and rei nbursenment for patient days went
down, there were shorter hospital stays, fewer hospital
stays, hospital census went down. Were did all those
patients go? They were treated in an anbul atory
setting.

One cannot keep on doi ng research on

institutionalized patients, patients in hospitals, if
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the care is being delivered outside that context. So
nore and nore research was bei ng done in new anbul atory
centers.

Those centers becane quite skilled. There are
new anbul atori es or new anbul atory centers,
surgicenters, diagnostic centers. You could find MR's
In freestanding units. And the people who were
staffing those units were graduates of the major
nmedi cal colleges. Quite often they were peopl e who had
done research and they were quite skilled. They were
I nterested in doing research

There were expansions in nulti-center trials.

They happened about the sane tine. There were
expanded expectations but also abilities to do |arge
scal e research. There were new technol ogi es for
handl i ng the data. There were new conmuni cati on nodes.

There was easier travel for nonitoring and there was
an expectation that nore and nore subjects, nore
popul ati ons woul d be included in trials.

An interesting one is the patient demand for
access to clinical research and we can stress two words
there. "Dermand and access."

Patients were demandi ng that they be -- that
It was their right to participate in research. And |

think the best exanple is in the AIDS area where
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i nstead of being afraid of being recruited, patients
wer e denmandi ng access.

The second part of that, the access, is that
t hey were demandi ng access not in cities renote to them
but in their own communities. They wanted the care
gi ven where they were in comunities that were not
necessarily blessed with having a |local institutional
| RB.

The fourth event was a regul atory change in
1981 with the FDA. | have nentioned that in the paper
but in 1981 the FDA expanded the regul ati ons, expanding
the IRB coverage to all research, all human subjects in
studi es of regul ated products. Previously they had
only required IRBreviewif there was an IRB in the
I nstitution where the research was bei ng done.

They recogni zed that when they expanded t hat
coverage there mght not be |IRBs avail abl e and they
suggested that new alternatives mght arise.

(Slide.)

So what is an independent | RB? An independent
IRB is an | RB which reviews research for the purpose of
assuring adequate protection of human subjects, that is
all standard, for entities that are generally not part
of the sanme organi zational structure as that IRB, and

that is a critical part.
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The organi zati onal structure of the
I ndependent IRB is a different organi zational structure
fromthe site being reviewed; that is the site may be a
private practice, renote fromthe IRB. It can be even
a nei ghboring but the organi zational structure is a
different business unit. | think recognizing both the
simlarities and that difference is inportant.

(Slide.)

There is no typical |RB but thinking about
what could be said to be typical, one of the baseline
concepts is that an independent IRBis, in fact, part
of a corporate institution. That institution, usually
i ncorporated in one of the states, has at |east two
units. One is the admnistrative side and one is the
| RB review side. The admnistrative side takes care of
recei pt of protocols, respondents, human resources, all
t he busi ness aspects of running a business.

The IRB is nore isolated. They are expected
to convene, to review subm ssions, to nmake deci sions,
but are not part of the business side. That is done
purposefully to address the potential for conflict of
interest or interference, ideas about whether the
busi ness could affect the IRB decisions. | think in
nost cases, again typical, they are kept quite

separ at e.
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(Slide.)

Addressing for a nonent the strengths and the
weaknesses of independent IRBs, | think I hit the first
weakness just now and that is it is a fee for service.

Just |ike |lawers get paid for their services and
doctors, IRBs are professional. The nenbers are
professional. They get paid for what they do and again
we keep that separate.

W do renote review and | think all of the
I ndependent | RBs are set up to address the issues of
r enot eness.

And | know an issue in nmany people's mnds is
| RB shopping. Personally |I do not see very much of it.

W ask, | think, every independent |IRB and, hopefully
now, every IRB is asking the history of a protocol;
that is whether it has ever been submtted to another
| RB and what that determ nation was. | know that there
I's an internet discussion group where that cones up
occasional |l y.

Qur strengths we see as being a nmuch | onger
list. First of all, we fulfill a need. There would be
a void left in the research area that would be unfilled
If there were no i ndependent | RBs.

W offer efficient and pronpt service. That

is what we do. Just -- we are accused sonetines of
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bei ng too speedy but that is the role of an i ndependent
IRB. That is all they do. They concentrate on
offering quality service but in a tinmely manner.

| ndependent | RBs can actually be nore
obj ective. The nenbers are not part of the
Institutional structure that is receiving the grant.
They are not tied into institutional politics and they
can be nore objective about what they are seeing.

They can offer uniform standards for nmulti-
site studies. That is when you have a nulti-site study
done in a nunber of institutions, there are a nunber of
consent fornms. There are a nunber of changes by a
nunmber of I RBs. There are a nunber of adverse events
going into any nunber of IRBs, all of which get a
sanpl i ng.

Wth an i ndependent IRB, it is one site that
sees one consent form and sees what changes each site
wants to nake so it is a nore uniformservice.

W also offer review of research that is
ot herwi se unregul ated. This could fall into areas of
behavi oral research that is not now regul ated but many
I nvestigators, particularly those trained in academc
Institutions, know that IRB reviewis a part of doing
good research and they are happy to find a quality

i ndependent to submt their research to.
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Finally, nore recently, independent |RBs have
of fered support and "breathing roont to institutional

| RBs that have found thensel ves in sone sort of

difficulty.
(Slide.)
What ki nds of studies do we ook at? | think

basically we | ook at the sane broad range of studies
that any academ c | RB sees. The nmajor anount of our
work is usually clinical studies of FDA regul ated
products. Those are all phases of products and the
usual ki nds of FDA regul ated st udi es.

W occasionally see conpassi onate use or
humani tari an devi ce studies. Not all energencies
happen in the hospitals. Not all requests to use
singl e use conpassionate articles are in hospitals.

And we occasionally see such requests.

W are seeing an increasing nunber of social
and behavioral studies, as | nentioned, a huge rise in
studi es of bi ol ogical specinens, sone international
studi es, sonme records review studies, and | said other.

I woul d imagi ne that anything that an academ c | RB has
seen sone i ndependent | RB has probably seen.

(Slide.)

The future, | think, is kind of w de open.

There will be an expanding need for a variety of |RBs.
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Not just independent IRBs but IRBs in a wide variety
of research settings.

They are going to serve a rapidly expandi ng
nunber of sites. Every prediction | have heard is that
clinical research is going to expand. | heard one
prediction that wwthin five years we are going to have
doubl e the nunber of investigators than there are now.

That calls for a rapid increase in the nunber -- in
the infrastructure, the entire infrastructure for
research

W are going to need to serve new areas.
CGenetics is an obvious one. There is internet research
that is going to be done. There are new popul ations to
be served, not quite new, but there is nore research on
the elderly and on children and ot her speci al
popul ati ons.

And then there is nore technol ogy available to
performthat review There is nore and nore ability
for a reasonable cost to video conference, to eval uate
sites, to look a web information, to share infornation,
and nore abilities to assess the information that we
receive.

| think that is a very quick overvi ew of
I ndependent | RBs and of where we are in the world, what

we do, how we exist, and | wel come your questions.



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

17

PROFESSOR CHARO  Thank you very nuch. That
was very informative.

W have approximately a half an hour for
guestions and di scussi on.

D ane, and then Steve.

DR SCOTT-JONES: H . | have severa
questions to just get nore informati on about what you
have already |aid out for us.

First, how nuch turnover is there typically in
t he 1 RB nenber shi p?

M5. HEATH. Typically there is a core group
that is on for quite a while. That core group -- two
years, ten years. There are, | think, on each |IRB
several nenbers that have been on ten, twelve years.
Those nenbers are very well educated in I RB
responsi bilities, study design.

And then there is another group that is on for
two years, three years. Oten they offer specialty
I nformati on when sonething new i s devel opi ng.

DR SCOTT-JONES: Can | keep --

PROFESSOR CHARO  Yes, pl ease.

DR DUMAS: Rhetaugh has her hand up.

PROFESSOR CHARO  (kay, Rhetaugh. | wll put
you on the |ist.

DR DUVAS. Thank you.
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DR SCOTT-JONES: What is the outcone of the
external audits of independent IRBs? You have
menti oned on page 17 that there have been external
audits --

MS. HEATH.  VYes.

DR SCOTT-JONES: -- of the independent |RBs.

What has been the outcone of that?

M5. HEATH.  Well, | think the outcone is very
much simlar to the outcone of all the audits. Many of
the audits have found no identifiable problens. | do
not think FDA will ever say you neet every criteria.
They will say, "W could find no problens.” And we
have, | think, seen as many of those letters as any set
of | RBs.

There have been untitled letters. Are you
aware of the various levels of letters? There are
untitled letters and then there are warning letters.

"Untitled letters" need a response but they
are short of warning letters. And t here have been
warning -- excuse nme. There have been "untitled
letters” to independent I RBs as well.

| have heard it said that there were
I ndependent | RBs that were out of business after but |
have heard that said of sone academ c or institutional

| RBs as well and | cannot substantiate it.
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Sol think it is pretty much the sane as the
wi der set of | RBs.

DR SCOTT-JONES. And then how do you ensure
sonme sort of comunity representation on the |RB?

PROFESSOR CHARO  Excuse ne. Diane, if you
can speak even nore closely to the mke, it will help
t hose on the phone.

DR SCOTT-JONES. | amsorry.

PROFESSOR CHARO. Ms. Heath, we have two

Comm ssi oners on the phone, Trish Backlar and Rhetaugh

Duneas.
DR SCOTT-JONES. | amsorry.
M5. HEATH  Ckay.
DR MESLIN. Do it again.
DR SCOTT-JONES. | wll repeat the question.

How do you ensure conmunity participation in the
I ndependent | RB?

M5. HEATH. | think each of us | ook at
community input slightly differently. First of all, we
have a wi de variety of nenbers on the board neeting at
our site. So there is a wide diversity of opinion just
wi thin the board.

W have probably a | onger and nore conpl ete
application formthan nost IRBs and a | ot of questions

on that formare about the conmmunity, the type of
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communi ty, denographics, literacy |evels, |anguages
spoken. That sort of thing so that we get a feel for
the kind of population fromwhomthe subjects -- from
whi ch the subjects are being recruited.

If we have a concern, if in reviewing the
study we identify a concern, for instance, in
recrui tment or advertising or whatever, then we hone in
on that area. At that point we have pretty good
networks. | have been known to pick up the phone and
call an IRB coll eague in another city and ask about the
I nvestigator or about the community, about adverti sing
media in that area.

| think there are a | ot of various neans and,
of course, the web nowis giving us a | ot nore options.

Does that --

PROFESSOR CHARO Do you have any further,
Di ane?

DR SCOTT-JONES:. | have one | ast question.

You nentioned that you al so review proposal s
fromthe social and behavi oral sciences.

M5. HEATH. Correct.

DR SCOTT-JONES. Could you say a little bit
about how the review of that type of research is
different fromthe other kinds of studies that you

revi ew?
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M5. HEATH. Yes. Goviously it is different.
Quite often it is qualitative instead of quantitative
research. In many IRBs along the way they have found
that they need a wi der diversity of nmenbership to
eval uate the different designs that are presented by
soci al and behavi oral research.

W have had to add nenbers again to account
for the differences -- for the new fields being
reviewed. So | think that is the nunber one change is
that the nenbership was diversified again -- yet again

to better understand the kinds of research we were

seei ng.

DR SCOTT-JONES: Thank you.

PROFESSOR CHARO Ms. Heath, you are very
popular. | want to go through the list of people who

woul d i ke to ask questions to nmake sure that | have
been tol d about everybody's hand.

| have Steve, Rachel, Rhetaugh, Bernie, David,
Arturo, Eric Cassell. Arturo is passing at this
poi nt. Sonet hing nmust have been -- and | put nyself on
the list, and Bill O daker as well, and Alex. Al
right. You are going to get the --

M5. HEATH. Are we serving di nner?

PROFESSOR CHARO  That is right.

(Laughter.)
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PROFESSOR CHARO  Very good. Steve?
MR HOLTZMAN:.  Madam Chair, is it Madam Chair?
| have two questions. |s that okay? The first is a
clarification question.

PROFESSOR CHARGO: Pl ease.

MR HOLTZMAN. Ckay. | amtrying to
understand a little bit nore about the organization of
your busi ness because you have put up a slide which
said over here we have what in ny business we call the
usel ess overhead. Us types. And then you have the
peopl e who do t he work.

So that -- but aml to understand that you
have a single IRB or that effectively that you
constitute | RBs dependi ng on what proposal you are
going to be review ng so that you can have the
appropriate expertise? Nunber one.

And, nunber two: Are the nmenbers of the | RBs
or I RB, depending on the answer to that first question,
are they enpl oyees of your conmpany or are they like a
bul | pen of outside experts who you bring in on a
consul ting basis?

M5. HEATH. The IRB is a standing conmttee as
it, I think, is in nost institutions and it is the sane
menbership that neets regularly so it is one IRB

MR HOLTZVAN.  Ckay.
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M5. HEATH. W do have a list of consultants
to the IRB that we can count on for any particul ar area
where we have questions but it is a standing board.

The nmenbers of the board are independent
contractors. They have professional lives quite aside
fromtheir | RB nenbership

MR HOLTZNVAN:  Ckay.

M5. HEATH. Many of themare fully enpl oyed.
G herwi se, sone are retired. None of themare
dependent upon what they receive fromthe IRB as their
means of I|iving.

MR HOLTZMAN. Ckay. So ny question is what
do you say to the portrayal, which | have certainly
heard of the |last couple of years, that this is a bl ood
for noney kind of business, that these IRBs really
shoul d not exist, that it should only be in the
pristine institutions that there should be these |RBs,
and this is really about, you know, buying approval of
protocols that, you know, if it were not for the noney
no one woul d be able to buy?

M5. HEATH. Wl l, we have put away our rubber
stanp of approval. W try never to use it. No, | have
heard that nyself. The i ndependent I RBs are
professional. W exist based on our continuing

reputation. |If an independent |IRB s opinion could be
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bartered, | think it would | ose any professi onal
reputation it had very quickly. And certainly | would
lose ny integrity. It is a professional standing |
have worked very hard for many years to keep.

PROFESSOR CHARO  Ckay.

MR HOLTZMAN: Thank you

PROFESSOR CHARO: Rachel ?

DR LEVINSON: Thank you. |In your remarks,
you have nentioned that the independent I RBs are set up
to deal wth renoteness and D ane asked a question
about community participation or representation that
seened to go to that, and then Steve asked about
whet her or not you had a pool of people with which you
coul d draw upon that perhaps could be called upon to
represent the locale of the research that you are
revi ew ng.

But it does not look as if that is one of the
ways you deal with renoteness, because you said you
have a core standi ng body. Consultants that woul d cone
in, I would assune, are nonvoti ng.

So coul d you expand, | guess, on the point
that you nmade in your tal k about how you deal with
renot eness as far as voting nenbership?

M5. HEATH. Yes. Well, first of all,

renot eness, | think, was anticipated by the FDA and
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there is an informati on sheet on renote reviews in the
FDA i nformation sheets. | noted it and attached it to
my report. It recognized that there are tines where
review fromany institution mght be renpte and, in
fact, the first tines | encountered renote revi ew was
when | was the IRB adm nistrator at the University of
California in San Franci sco, and we were revi ew ng
studies in Malaysia and Zaire so it was not unheard of.

As | said, on the application formwe | ook for
t he kinds of communities. W |ook at the kinds of
study and the kinds of issues that m ght be rai sed.

If there are any kinds of issues that are
brought forward, any eyebrows raised, then we are -- it
IS very easy to pick up the phone to call a |ocal
consultant in that area. Those consultants are not
voting nenbers. |If they were voting nenbers on any
| RB, we woul d have to be changing the roster with every
neeting or every vote. They give information and input
to the standing board, which that board can then use in
maki ng their decision.

DR LEVINSON: | have one qui ck question.
Thank you. Can you tell us how nuch research you | ook
at as multi-site versus single site, the proportions?

M5. HEATH. The multi-site studies are quite

big so if you have three or four multi-site studies
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they can equal 20-25 snmall studies. | would -- it is
different for every IRB. Qur's are probably up 40
percent, | think.

DR LEVINSON: Forty percent.

MS. HEATH Muilti-site.

PROFESSOR CHARO We will not hold you to that
nunber strictly.

M5. HEATH.  Yes, pl ease.

PROFESSOR CHARO  Rnhet augh Dumas on the
t el ephone.

DR DUMAS: Ch, okay. | cannot hear you too
wel | .

PROFESSOR CHARO My apol ogi es.

DR DUMAS: | wonder if the speaker woul d say
sonet hi ng about what they perceive to be the potenti al
for factors such as bias and conflict of interest and
how t hey manage t hat.

M5. HEATH. The question as | heard it was
about conflict of interest and bi as.

PROFESSOR CHARO  How you nanage it? Yes.

M5. HEATH. Ckay. How we nanage it? Well,
first of all, by recognizing it. | think the
recognition of conflict is the first step in
recogni zi ng any interests.

DR DUVAS: Wiat controls do you have that
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woul d help you identify it?

M5. HEATH.  Anong nenbers?

DR DUMAS: Anong the nenbers of the |IRB.

M5. HEATH. Well, first of all, we ask -- just
as, | think, all IRBs do -- that any hol dings in any
conpany that we review be revealed. | think in
academc institutions there is a disclosure form W
ask for annual disclosure of any hol dings that sonebody
m ght have that could bias themin ternms of review of
any sponsored studies and then not only annually but if
It cones up with any particul ar conpany.

VW have sonetinmes |ess conflict of interest
than an institutional board because the nenbers are not
involved wwth the institutional politics and bi ases.

And then | think nmenbers have personal biases
as all nenbers of all IRBs do.

PROFESSOR CHARQO  Thank you.

Berni e Lo?
DR LG | want to thank you first for a very
i1lumnating presentation. | want to followup Steve

Hol t zman' s questions about sort of the actual nuts and
bolts of how i ndependent | RBs wor k.

As you know, there is a |lot of discussion as
to whether | RBs have sufficient resources and support

to do their task. So, | was wondering, if | could ask
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first what do you charge the sponsors of research to
review their research? Do you charge nore, for
exanple, to a big, you know, 50-site clinical trial as
opposed to a snmaller study? Secondly -- just -- you
can give us a range. And, secondly, what typically do
I ndependent | RBs pay their consultants? | take it
these are not volunteers but are consultants. Do you
pay them and how nuch do you pay then?

M5. HEATH. The fees that we get -- | think
each of us publicly post our fee schedul es sonewhere.
Qur's is on our web site. | decided years ago that we
woul d charge by the action. That is so much for
review, initial review of a protocol and so much for
initial review of each independent site. Therefore, a
| arge multi-center study is that nuch nore expensive
than a one-site study. W charge for continuing
revi ew and each action.

| took that route because |I think it is unfair
to penalize those sponsors who have thought ahead.
Their protocol is well thought out and they have no
nodi fi cations by charging so much that | cover the
costs of all those that nodify every week so it is by
t he action.

A friend cane up with a aphorism 1 think,

that is quite true and that is it is the sinple



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

29

protocols that will get you. Sonebody will call in and
say, "Well, | just have a sinple protocol. Can you
charge |l ess?" W charge by the action and over tine |
have di scovered that that is a wise thing to do.

DR LO Could you tell us what the dollar
nunbers are?

M5. HEATH. The -- we charge $1,000 for an
initial review of a protocol and $275 for initial
review of a site, and | think every independent IRB is
different and I amsure you can | ook up their web sites
for their fee schedul es.

The fees are based on the fact that we have
costs. W have costs to go to neetings, costs for
secretaries, for copies, for phones, for everything,
rent, and all of those costs have to be covered.

The second part of your question was paynent
to reviewers and that is proprietary but we pay the
reviewers for again the work | oad, not the decisions.
| tend to pay for attendance at a neeting and the size
of the agenda so, that if there are ten itens, they are
paid nore than if there is one item That is sinply a
wor k | oad question. They are expected to do nore.

Does that answer sufficiently?

PROFESSOR CHARO  Yes.

DR LO Can you give us a range of what --
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PROFESSOR CHARO  Bernie, you need to be near
t he m crophone for those on the phone.

DR LO | amsort of a quantitative person.

I was wondering if you could give us a range of what --
if not your own IRB -- other independent |RBs m ght
charge? | nean, the sort of order of magnitude. Are
we tal king about $100 an hour for a full day, $1,000 an
hour ?

M5. HEATH. Pay for their nenbers?

DR LO  Yes.

M5. HEATH. No, | cannot. | do not know.

PROFESSOR CHARO  Davi d Cox?

DR COX: Yes. |, too, want to thank you very
much for this because it has been extrenely difficult
for NBAC to collect even qualitative data, |et al one
guantitative data, on certain subjects and i ndependent
| RBs has been a difficult one.

So, | noticed that you stated, in the
begi nni ng of your paper that you are really speaking
for yourself and your experience.

So ny first question: “is how did you go about
collecting this informati on about all of the different
I ndependent | RBs”? Like, for instance, how many are
t here?

M5. HEATH. Well, first of all, it is a very



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

31

smal | worl d. W all tend to run in the sane circles.
W see each other at | RB neetings, the PRI M&R
nmeeti ngs, the ARENA neetings so we run into each other
alot.

Just as there is no conplete list of all |RBs,
| do not think there is a conplete |ist of independent
| RBs. The best nobst conplete list | have seen is the
one on HemaNet, which | nentioned in the paper, but I
must admt that on their list there are a couple of

| RBs that | have never heard of.

DR COX: So how many in total are there?

M5. HEATH. They nust be very snmall.

DR COX: About?

M5. HEATH. Between 20 and 50 but that is --
DR COX: But that --

M5. HEATH. Twenty is those | coul d nane.

DR COX: And is there any sort of mechani sm

besi des just peopl e know ng each ot her and passing each
other at neetings and stuff that sets a standard for
the field? Is there a standard? | nean, your

di scussion was as though there was a standard because
you nmake sone statenents that are sort of really

I mportant. For instance, that there would never be a
person involved with the institution that was on the

|RB. So how are those kinds of standards set
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uni versally for all the independent |RBs?

M5. HEATH. | amnot sure | said never. | try
to shy away from never

DR COX: (kay.

MS. HEATH But --

DR COX: | nmay have m sunderstood you.

M5. HEATH.  Again, | was speaking for nyself
and those independent IRBs | know of and for the nost
part what | know is that there has been an evol ution.
When i ndependent IRBs were first evolving in the early
"80s after the FDA regulation and in sone cases even
before, | think there was a nuch closer interaction
bet ween board and admi ni strati on.

Each of the independent IRBs was quite small.

There were a |imted nunber of people and there was
not as much awareness. That has been changi ng over the
| ast 20 years and | think definitely that the trend is
towards conpl ete separation. The |eading |IRBs, |eading
I ndependent I RBs certainly have that separation.

PROFESSOR CHARO  Anything further?

DR COX: Yes. So do you -- this issue of
sort of standardization is a really vexing one in the
context of non-independent | RBs.

M5. HEATH.  Yes.

DR COX: So do you think that it is an issue
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for independent IRBs and, if so, then what shoul d be

t he mechani sm or how woul d you suggest -- | nean, you
are clearly a very know edgeabl e person about this -- -
- about how to go -- about should there be a

pr of essi onal organi zation for this or how should this
go about ?

M5. HEATH: Well, first of all, bottomli ne,
we all have to neet the sane regulatory standards. At
| east anybody who -- or any independent IRB that is
review ng FDA regul ated research. That is the bottom
line. The mninumstandard just as it is everywhere.

Knowi ng that we are about to have an audit
keeps one having -- adhering to that I|ine.

Beyond that there is professional reputation,
conpetition. Not only are we conpeting in terns of
speed, which clearly is an issue, but also in terns of
quality. | know that there are a nunber of our clients
who cone back and say, "W appreciate the quality," and
it is aselling point, if youwill. W depend on that
quality.

As to whether there is an organization, there
I's several | RB organizations. The |eading one of which
Is ARENA. Mbost of us are nenbers of ARENA. They have
subgroups and there is a way for independent IRBs to

nmeet within that subgroup, and there is a consortium of
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i ndependent | RBs that neets pretty regularly

PROFESSOR CHARO  Ckay. | have on ny Ii st
nysel f, Eric Cassell, Bill O daker, Al ex Capron.
Anybody el se? And Steve has an additional question.

M5. KRAMER Al ta?

PROFESSOR CHARO  Bette, thank you.

DR CASSELL: | amtaking nyself off the |ist.

PROFESSOR CHARO  You are taking yourself off
the list. Ckay.

The questions that | had actually follow
directly on fromDavid Cox's questions about the
standardi zati on of responses, etcetera. Certainly the
regul atory requirenments forma mnimum but those of us
t hat have served on | RBs know that each IRB tends to
react idiosyncratically to things that go beyond the
regul ati ons. There are supererogatory duties, for
exanpl e, those IRBs that have additional protections
that they have chosen to inplenent for people whose
capacity to make deci si ons has been inpaired.

And then there is roomfor interpretation of
the regulations. | renenber seeing a protocol where a
researcher wanted to replicate a study from anot her
country that had been done only on people of one race.

The question had to do with whether or not that was

appropriate or inappropriate since this is clearly a
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di sease that touches people of all races in the United
States, things |ike that.

The first question: “is whether in your
experience your independent IRB or others tend to
devel op a set of interpretations or supererogatory
duties that they then use as precedence so that there
Is internal consistency within the IRB across tinme as
to how it approaches these problens”?

It does happen at institutions sonetines that
way and | did not know in your case if it happens with
your's.

M5. HEATH. | think the short answer is yes.
| think i ndependent | RBs can be as idiosyncratic as any
I RB and | know that as a standing IRB they tend to | ook
for what they have done before to set precedent and to
bui | d upon.

PROFESSOR CHARO  Then the question that
arises fromthat is the followng: |In an institutiona
IRB there is a local culture of know edge so that
peopl e know what that IRB's policies tend to be. 1In a
sense it is published informally within the
institution. |s there any formal publication of those
I nterpretations so that those who are deciding to go to
your | RB versus another could anticipate how your |RB

m ght handl e these questions that are subject to
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i nterpretation?

M5. HEATH. Yes. Nunber one, it is a snal
world and | think people talk a lot. But, nunber two,
we published gui dances for our applicants. A guidance
on what an independent IRB is, a guidance on howto
wite a protocol, a guidance on howto wite a consent
form | just published an article that | know a | ot of
our clients have seen because | sent it to themon how
to wite consent forns.

PROFESSOR CHARO  Those are fairly genera
conpared to the kinds of things | have been talking
about .

M5. HEATH. Well, yes, but that is exanpl es.
It is exanples.

Then we al so -- nost of us have web sites
where we can publish recent information and opi ni ons.

PROFESSOR CHARO  pi ni ons?

M5. HEATH. Not nam ng any client but we have
been seeing a | ot of studies on biol ogical specinens.
What do we require? Wat are the issues that are
ari sing and how have they been deci ded?

PROFESSOR CHARO  That is very much the kind
of thing I was wondering about. Very good. Thank you
very nuch.

The next person on ny list would be Al ex.
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Sorry, Bill. Ckay. Bill?

MR. OLDAKER: Thank you.

Again | appreciate your testinmony. It is very
hel pf ul .

Let me ask a question which you may not be
prepared to answer but if you would try | woul d
appreciate it. Wuat do you think about certification
or licensure of IRBs or alternatively the certification
of licensing of the nenbers of an |RB?

M5. HEATH. Thank you. | amon an
accreditation conmttee for accrediting I RBs and |
think that obviously if done correctly it could be a
real asset to our whole field. | think it is probably
sonet hi ng whose tine has cone. As a nenber of the
accrediting -- the commttee | ooking at accreditation,
| am of course, |ooking at how the opinions and
pol i ci es being discussed, alternatives being di scussed
woul d apply to us. And what | am seeing now is
that we would be able to neet the standards as well as
an academc IRB albeit differently.

As to accreditation or certification of
menbers, | do have sone problemwth it. | think
menbers shoul d be educated as to sone parts. That is
t he Bel nont Report should be required reading, that is

that they should be know edgeabl e about the regul ations
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bring ethics or religion or law or pediatrics to the
board. | amnot sure if certification of nmenbers
woul d serve a good purpose if we have accreditation.
So | amhesitant, although | amopen to it.

MR COLDAKER If | mght ask one nore.

PROFESSOR CHARO  Sure.

MR COLDAKER I n nost professions when one
| ooks to accreditation or certification, one |ooks to
the training and the continuing educati on of those
prof essionals. How would you propose to take care of
that issue if the IRB was the sole certified or
accredi ted organi zati on?

M5. HEATH. One of the --

MR OLDAKER. Thank you.

M5. HEATH. -- proposals is that the
accreditation wuld take the formof |ooking at the
entire program not just the IRB. And, as you say, the
program woul d i ncl ude education, training, training of
I nvestigators, and again we have taken sone pains in

t hat area

And | think that what you would |l ook at is the

overall functioning of the IRB rather than the
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know edge of the individual nenbers because it operates
as an entity. Each one contributing to that entity.

MR COLDAKER: Thank you.

PROFESSOR CHARO  Thank you. W have got
about, oh, seven or eight mnutes unfortunately before
we are going to have to nove on.

| have Al ex, Bette and Steve.

Al ex?

PROFESSOR CAPRON:  Thank you for your
testinony and your paper, Erica. It is a -- the
Comm ssion is fortunate to be hearing fromone of the
pioneers in this entire field.

M5. HEATH.  Thank you.

PROFESSOR CAPRON:  And while there is always
sone risk with anecdotal information, | think there
woul d be no one in the field who would be nore famliar
t han you.

| have three questions. The first is just a
question of clarification. You described 1981 and the
FDA's recognition of the need for noninstitutional or
nontradi tional academ c institutional IRBs as the
origin of the process in sone ways.

M5. HEATH.  The turning point.

PROFESSOR CAPRON:  The turning point. And yet

the FDA directive that you cite here does not nention
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i ndependent IRBs. Can you clarify that for nme, please?

M5. HEATH. The FDA requirenent before was
that any research done in an institution that had an
IRB had to go through that IRB. That left a |ot of
studi es that were done that were not required to go
through an IRB. |In 1981 they said that that regul ation
woul d apply, the sane protections should apply to all
subjects. It did not matter where they were but they
shoul d be given that sane protection. And so they
said, "You are going to have IRB review"

They did not establish where that I RB review
woul d occur. They had a few i deas which they nentioned
in the preanble. They nentioned perhaps nedi cal
soci eties would or regional societies or professional
societies. They never did cone up with large IRBs for

t hose popul ati ons.

In fact, | was working at UCSF and | had the
I dea for starting this. | waited because | thought
that was an obvious given. | actually went down to the

Medi cal Society and asked if they had any interest in

doing it because it would be terrible to try to conpete

against a group like that. There was no interest so

I ndependent | RBs grew up because there was a void.
PROFESSOR CAPRON: When you spoke of letters

and untitled letters and warning letters, were you
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referring to the FDA or the OPRR?

M5. HEATH.  FDA

PROFESSOR CAPRON:.  Thr oughout your di scussion
you have seem nuch nore focused on the FDA. Do you, in
fact, end up doing nmuch research approval that involves
OPRR as opposed to FDA?

M5. HEATH. We do sone. It is a very mnina
part of our work load. As | nentioned -- well,
historically, OPRR would not consider an I RB that was
external to the institution. The presunption was the
very traditional presunption that the | RB was
institutional, institutional review board.

More and nore grants began going to entities
that did not have a review board. They were forced to
either go to a | ocal board, an academ c board, at a
ti me when resources were becom ng very, very tight and
t he academ c boards were saying, "No, thank you. W do
not need the extra work."

Their other alternative was to set up one in-
house. They did not have the know edge. They did not
have the experience. Wth one or two protocol s they
did not want to go to the annual neetings. They
could do an IRB. They could neet the regulation. It
was opti mal .

So, what? Three years ago? Four years ago?
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There was the first Single Project Assurance issued to
an institution that was contracting with an external

| RB. Those continue now. | think we have six or
seven. It mght be up to ten but it is a very mnor
portion. W are pleased to be recogni zed by the
fundi ng agencies as professionals but it is not a najor
part.

PROFESSOR CAPRON:  And the final question is
you spoke of being involved with accreditation. |
gather that is the PRIM&R activity in that, is that
correct?

M5. HEATH. Correct.

PROFESSOR CAPRON:  Wul d you think as part of
that accreditation that the standards woul d reach the
ki nds of issues that have raised particular concern
about i ndependent | RBs such as the forum shopping
i ssue? That is you describe your own practice and you
suggest that it is comon anong i ndependent IRBs to
I nqui re whet her sonet hi ng has been previously submtted
and revi ewed and what action was taken by another |IRB
or one assunes that an unfavorable action if that.

But you did not say that response an | RB
shoul d have when it learns that information. Does the
t hi nki ng now around accreditation reach to questions of

appropriate standards for a response in that situation
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and the other kinds of issues, the financial conflicts
and so forth, that do get raised?

M5. HEATH. Well, as | said, | do not know
what will eventually result. | know the performance
standards that were under discussion were quite broad.

They set a standard that | hope is flexible enough
that the issue would be | ooked at but with an open m nd
because there are a nunber of ways of handling noney
but many ot her issues as well. Shoppi ng.

So | amnot sure | could predict an outcone
but | think it wll.

As to shopping, again as | nentioned on the
evolution of IRBs, with the admnistration and the |RB,
this is something that is being recognized nore and
nmore and nore. | do not know if all of you are aware
of the I RB discussion group on the internet but there
have been questions recently. "W are concerned about
such and such protocol, is anybody el se concerned,
wite to ne.”

There are tines when it is acceptable. | have
recei ved protocols that the applicant said, "This has
been revi ewed by sonebody el se and we are noving it."
The nost recent case | can think of was they were very
concerned because they did not think that | RB was

adequate. They could not get records. There was not
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protocol for review

PROFESSOR CAPRON:  Thank you

PROFESSOR CHARO:  Betty?

M5. KRAMER  Pass.

PROFESSOR CHARO. Betty passes.

W are down to only very quick questions. |
apol ogi ze.

St eve?

MR HOLTZMAN. It occurred to ne as you were
speaking that | used to think that there were two
uni verses of IRBs, the institutional |IRBs and the

i ndependents. But as you are speaking, there is a
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third universe, which is the sponsors having their own

| RBs. So you have said your universe of independents
iIs 20 to 50. Do you have any sense of how | arge the
uni ver se of noni ndependent sponsored ones are?

M5. HEATH. | was actually surprised and |
tried to get here yesterday to listen to the person
from General Mdtors. | had never heard that they had
one.

MR, HOLTZMAN. Do those fol ks show up at
PRI M&R and ARENA and what not ?

M5. HEATH. | have never net them but they

m ght be. | nean, there were over 1,000 people |ast
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year and | did not neet themall.

So --

MR HOLTZMAN:  You do not have a sense?

M5. HEATH. | do not have a sense of it, no.

MR HOLTZMAN:  Ckay.

PROFESSOR CHARO. | have one |ast brief
question if | may and that has to do with liability and
I nsurance. Reputation is clearly the greatest spur to
hi gh quality work, avoiding liability and keepi ng
I nsurance premuns |ow is another spur, and | was
wonderi ng how your corporate counsel had structured
your arrangenents in order to capture what was
perceived to be a potential liability and how the
I nsurance industry has responded?

M5. HEATH. Wl |, thank you for nentioning
anot her way of keeping us towing the line. Certainly
liability concerns are large. W do have a rather good
I nsurance policy. W have negotiated -- renegoti ated
It several tines and | am happy with it.

PROFESSOR CHARO | guess --

M5. HEATH. W have indemnification agreenents
with the sponsors that we work with that we are
obvi ously responsible for anything that we are
negl i gent about but are not for issues raised due to

actions by the sponsor or the investigators.



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

46

PROFESSOR CHARO | guess to be --

M5. HEATH. Does that --

PROFESSOR CHARO -- really clear, what | nean
is this: In an area where there is not a | ong enough
history or a | arge enough database for there to really
be historically based ratings, how you have perforned
In the past, whether or not you have had clains, an
I nsurance conpany mght ook to indirect markers to
predi ct whether clains would arise in the future.

So that with drivers they | ook at age, sex,
| ocation, et cetera.

To your know edge, has the insurance conpany
reacted by creating its own -- in essence, its own
criteria that they think indicate you have an | RB t hat
Is less likely than another one to generate sone
problemthat would result in a clainf

M5. HEATH.  You know, | do not know how t hey
set the rates. | do not know what goes into it. | do
know that the history and all the reports |I have heard
Is that there are fewer problens anong research
subj ects than patients, which should play well but | do
know t hat our premuns are way higher than I should
t hi nk necessary.

PROFESSOR CHARO. And don't we all?

M5. HEATH. But that is for ny car insurance,
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t 00.

PROFESSOR CHARO  Are there any other brief
questions for this session?

In that case | would like to thank you very
much. It was very informative and very, very hel pful
W appreci ate you com ng.

M5. HEATH.  Thank you.

PANEL V. PURPQOE OF REGULATI ON

PROFESSOR CHARO W nove now al beit just a
little bit late to our second panel of the norning.

Dr. Harold Vanderpool fromthe University of
Texas Medi cal Branch, Galveston, will be our first
speaker on "The Unfulfilled Prom se: How the Bel nont
Report can anmend the Code of Federal Regul ations.”

Dr. Jonat han Moreno fromthe University of
Virginia on "Protectionismin Research.”

And Dr. David Magnus fromthe University of
Pennsyl vani a on "The Justifications for Human
Research. "

Thank you, gentlenen, for comng and thank you
for your patience this norning.

The way we woul d Iike to have this portion of
the norning go is as follows: If you would each
present your papers. | understand you were told nore

or less 15 mnutes, is that correct?
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DR VANDERPOCOL: How many m nut es?

PROFESSOR CHARO.  Say what ?

DR VANDERPOOL: Twenty m nutes.

PROFESSOR CHARO  Twenty m nut es.

DR VANDERPOOL: Ckay.

PROFESSOR CHARO  So - -

DR MORENO Twenty-five?

PROFESSOR CHARO. Between 15 and 20 m nutes.

And we will ask the Comm ssioners to restrict
their questions after each paper solely to
clarification of a point that was nade because there is
-- followng a break after all three papers there is an
hour for discussion of all three papers because they
are obviously interrelated and we wll certainly invite
t he authors back to collaborate with us in that
di scussi on and questions can be directed at themor you
can interject while we are speaki ng.

So with that, Dr. Vanderpool ?

HARQD Y, VANDERPOQ., Ph, D
PROFESSOR | N THE HI STORY AND
PH LOSOPHY OF MEDI Cl NE
LNSTI TUTE FOR THE MVEDI CAL HUVANI T1 ES
UN VERSI TY OF TEXAS VEDI CAL BRANCH

CGALVESTON, TEXAS
DR VANDERPOCOL: Thank you, Dr. Charo.
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Thank you all. | amtruly pleased to be with
you t oday.

So little tine, so nmuch to summari ze and
accent .

| have been charged by your conmttee and
staff to provide an analysis of the relationship
bet ween the Bel nont Report and the federal
regul ati ons, and include a discussion of the |ink
bet ween the Bel nont and the federal regulations, and
what those ought to be.

| have al so been asked to nake cl ear concise
recommendati ons with respect to these |inkages.

Thr ough t hese hi ghlight remarks about ny

paper, | will indicate how | have fulfilled these
char ges.

My paper's thesis -- and | will be wal king
through it with highlights, so join nme please -- is at

the top of page three.

The power of the Bel nont Report to amend the
Code of Federal Regul ations has never been realized.
This paper will indicate how and why an incorporation
of the content and spirit of Belnont into the body of
the Federal Regul ations can rectify major problens in
the regul ations, strengthen the protection of hunman

subj ects, and accent the inescapable role of noral
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j udgnents for assessing when research invol ving human
participants is perm ssible.

| take the word "participants" back. |
bel i eve they shoul d be called "subjects" but that is
per haps anot her separate di scussion.

This thesis is defended in the topics listed
on page two of the outline, which I will follow very
carefully, and | have devel oped each of the topics by
gi ving sustai ned and exceedingly careful attention to
the actual text of the Belnont and the Federal
Regul ations in |light of careful use of a host of
commentaries, sone fromsone of you present, and
hi storical materials.

Topic | begins at the bottom of page 3 and
notes that both Bel nont and the Federal Regul ations
share the over arching purposes of pronoting research
as well as protecting human subjects.

The pronotion of research is not explicitly
stated in the docunent that it clearly evidenced by its
content. |If you read the history of the devel opnent of
t he PHS- DHEW gui del i nes for the protection of hunman
subjects, it was fostered and fueled by the NIH s
concern to protect its research integrity.

If you | ook at the bottom of page 3, and |

invite you to read all the footnotes you wish, there
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are many, you will note that the pronotion of research
Is a de facto purpose in the Bel nont Report, including
bei ng a noral obligation

On pages 4 and 5 1 just point to the nost
not abl e differences between Bel nont and the
regul ations, which are really quite obvious. The
regul ati ons focus on rules that need to be foll owed as
wel |l as attention to organi zati onal and enforcenent
mechani sns, | audabl e nechani snms even t hough you may
wi sh to change sone of them while the Bel nont Report,
of course, focuses on principles -- ethical principles
and gui del i nes.

Topic Il beginning on page 5 and fol |l ow ng
gi ves an overvi ew of Belnont's purposes and content.
At the bottom of page 5 you will note that Belnont's
objective is to provide an analytical framework for the
resol ution of ethical problens arising fromresearch
I nvol ving human subjects. This famliar framework is
gi ven on page 6 and includes, of course, its principles
and its applications.

On page 7 | invite us all to look at the
Federal Regul ations through the | ens of the Bel nont
Report starting near the top of page 7. Fromthe
vant age points of Bel nont the present Federal

Regul ati ons contain a nunber of major problens, all of
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whi ch can be rectified by using the report to anmend the
regul ati ons.

The problens include a negligible influence on
ethics, a disorganized set of rules that easily confuse
and confound researchers and | RB nenbers as they seek
to discover what the regulations want themto do; an
I rresponsi bl e view of the sources that define and
di scuss research ethics; a seriously flawed
under st andi ng of the ethics of research; blind spots
W th respect to inportant protections accented in
Bel nont; a preoccupation with rule stating and rule
following to convey the nessage that the Comon Rule is
a bureaucratic docunent without a soul; a distortion of
the el enments of inforned consent found in the Bel nont
Report.

PROFESSOR CAPRON:  What is it you do not |ike
about the regul ati ons?

DR VANDERPOOL: | do, Professor Capron,
appreciate the regulations a great deal but | think the
Bel nont gives the regul ations a very tough tine,

I ndeed.

Now on page -- on Topic IIl -- this is a good
guestion. W can discuss those and | will be very
speci fic about these but on Topic Il begi nning on page

7, | talk about the nmeaning of Belnont's principles,
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which | take to be wi dely m sunder st ood.

| do not consider themas -- in fact, | am
working wwth the text -- it is not what | believe but |
think it is what the text says. They are not abstract
principles that serve as the ultimate foundations of
ethical reflections. The Belnont principles are, as
many bi oethicists and pragnatists realize, are easily
set -- a set of easily grasped noral standards rooted
in cultural belief and tradition for persons of diverse
background and trai ni ng.

It is as if the Belnont framers and
bi oet hi ci sts and pragmati sts and others are | ooking
around at this host of rules and regul ati ons and
requi renents and they are saying these are all
connected with right maki ng and wong naki ng
characteristics of human acti ons.

How are we goi gn to nake sense of these? You
make sense of these by saying, "Ch, well, there is this
division that deals with truth telling and there is
this division that deals with justice, and there is
this whole set that deals with non-nal efi cence, with
protecting people fromharm and there are these that
deal with beneficence and these that deal wth
gratitude."” That is what the principles are.

They are summari es of those el enents,
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constitutive, conprehensive el enents of human norality.

Now Bel nont is rather uni que about these.
They do deal with beneficence and they do deal with
justice but they are -- the Belnont's principle of
respect for persons is a sort of an amal gamation. |t
has got sone philosophy in there, alittle bit of kant
(sic) but it has got sone nore things. It has got sone
things fromlaw, fromconstitutional law, and it has
got sone things fromreligion, and it has got sone
things for other things about culture.

So it is not clean philosophically but it is
one of those principles that is supposed to drawin a
whol e set of things regarding how to regard people with
respect .

Now you will notice at the bottom of page 10,
begi nning at the bottom of page 10, that we see Bel nont
applications and its principles are seen as et hical
requi renents. Both are seen as equally strong sets of
ethical requirenents. And then | want to nake a
position that | want to argue and | think it is correct
-- | stand to be corrected on any of these positions if
| take too strong a position then for you -- by all
nmeans, let me think -- let nme know that you think it
may be too strong.

But in the mddle of page 11, what | say is
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the equally strong noral requirenents of principles and
applications and the interplay between themdirectly
relates to the protections provided by the Bel nont
Report.

The nost noteworthy feature about the
protections for human subjects pronul gated by Bel nont
Is that at critical points the protections are far
greater in the applications section of the report than
inits basic ethical principles section, which a |ot of
peopl e have not really recognized.

The crucial place in which this occurs entails
protections pertaining to respect for persons.
According to Bel nont the respect for person principle
requi res that persons should be treated as aut ononous
agents which involves giving weight to the opinions and
choi ces of individuals who are capabl e of deliberating
about and acting in accord with their personal goals.

Respect al so requires refraining from heavy
handed di srespect such as repudi ating consi dered
j udgnents of perspective judgnments or denying their
freedomto act in these judgnents.

Now to give weight to a research subject's
opi nions and choices inplies that the authority to
wei gh and judge resides with sonmeone other than the

subject. It is in the principle section of the report.
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The phrase undercuts the ethical and |egal
under st andi ng of autonony, nanely that individuals in
the research arena are free and sel f-determ ning agents
who have the final authority to decide what shoul d
happen to them

But now what the principles of Bel nont under
respect for persons denies the applications supply.

Al'l persons, all subjects nust be granted the
opportunity to choose what shall or shall not happen to
them nust be given all the informati on. Reasonable
vol unteers woul d need to know whet her they wish to
partici pate, nust conprehend this information, which

i nvol ves how it is organized, the tine needed, the
communi cating that needs to be incurred, what |evel of
communi cation with respective to subject's intelligence
and so on.

Patients nust be -- subjects -- prospective
subjects nust be situated in conditions free of
coercion, free of undue influence, unjustifiable
pressures -- these are carefully defined in Bel nont --
over either the prospective subject or through
controlling influence of a close relative.

Al'l these are accents in the Bel nont Report,
whi ch shows that the subject's choice should be free

and final except in just a couple of places where
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Bel nont makes a coupl e of exceptions.

Now | think these are very powerful -- a
power ful point where the applications secure with -- in
a stronger way what it nmeans to respect research
subj ects than do Bel nont's principl es.

Now you wi Il note on page 13 that | set up
this argunent: | think one can | ook at Bel nont and say
that the principles of beneficence and its applications
and the principles of justice and its applications are
In a sense gatekeeper roles. They are the criteria
| RBs nust use to determ ne which research projects and
protocols are acceptabl e enough to nove to the stage of
subj ect enrol | nent.

These serve, therefore, as essential but
nevertheless initial noral screens prior to the ethical
bedrock of Bel nont's human subjects protections, the
vital protections surrounding inforned consent.

And | nmaintain that Belnont's great reliance
upon i nfornmed consent accord with the fundanent al
dynam cs of the values of free and denocratic society.

You can -- and | think that in a sense we
said, "Well, we have tal ked infornmed consent |anguage a
lot," but I think we need to strengthen inforned
consent. Either one goes with narrowi ng the di stance

bet ween protections, nmake protections and enhancenents
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of research nore of a zero sumgain or one can accent
I nfornmed consent and do it right and allow for the
greater possibility of risk and harns in research

As specified on pages 14 and 15, the Bel nont
Report is a flawed and cracked earthen vessel. You can
see the ways in which | identify that as true. But in
spite of its manifest flaws, it can serve as a powerfu
basis for revision for the Federal Regul ations.

Its power to do this is linked to its |egal,
hi storical and revered status as well as its intrinsic
virtues, which are found on pages 15 and 16, and nany
of those are very powerful. Protection of vul nerable
popul ations, insightful connections between ethics and
research, and so on.

Now Topic IV, this is where Dr. Capron's
guestion -- where the rubber hits the road. | deal
here very specifically with the ways the Bel nont Report
could be used to revise our present Common Rul e and
here is where what | -- what seened to be maybe
overstated charges on page 7, | think are accurate
charges, accurate concerns.

First of all, Belnont -- the Federal
Regul ations hardly nentions ethics at all. One tine in
the main body of the material.

Second, begi nning on page 17, the Bel nont has
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-- the regul ations contain irresponsi bl e standards
pertaining to sources that define an articul ate
research ethics. Now how does this occur?

In the one place where ethics is nentioned in
the mai n body of the Federal Regul ations, Section
46. 103(b) (1) says, "The statenent of principles for the
protection of rights and wel fare of human subjects is
required in assurance of conpliance agreenent.”

But if we notice about what this statenent is,
t he actual content of such a statenent is not taken
seriously and its uses are not even addressed.

Here is the wordi ng about the statenent that
is required: "This statenment may include an
appropriate existing code, declaration or statenent of
ethical principles or a statenent fornulated by the
institution itself."

Now this is problematic. The Nurenburg Code
by itself will not do. The Declaration of Helsink
will not do. Sone statenent drawn up by the
institution often will not do. But this assunes, oh,
wel |, any of these will do.

And | et's say you chose the Nurenburg Code.

If you did you woul d go agai nst Bel nont Report that
argues that ethical principles are necessary to

interpret the rules of Belnont, Helsinki, of the
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Nur enburg code and Hel si nki and ot herw se. And so
you sinply have in the body of the regulations a sort
of, oh, comme si, conme sa, develop the regul ati ons you
want .

And | propose very specific things. 1In the
m ddl e of page 18 | propose that instead of this open
ended phrase with a variety of docunetns can do, the
phrase -- as you can see in the underlined parts of
that m dsection on page 18 -- the statenent of ethical
principles should include at mninmumthe tenets of the
Bel nront Report. This statenent should serve as an
ongoi ng basis for training prograns and protocol
eval uations by the institution's | RB nenbers and
I nvestigators. That is not in the present regul ations.

Not hing i s said about how t he assurance conpliance

agreenent shoul d be applied.

Now, if anything, it is even nore serious,
Section, Part IIl, mddle of page 18 is even nore
serious because the regul ations contain a fl awed
under st andi ng of research ethics. This is found in the
regul ati ons, 46.147(a) under the heading "I RB
menbership." And this is in the Federal Regul ations.

In addition to possessing the professional
conpet ence necessary to review specific research

activities, the IRB may be able to ascertain the
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acceptability of proposed research in terns of
institutional commtnents and regul ati ons, applicable
| aw, and standards of professional conduct and

practi ce.

Now this is critical. How do you ascertain
the acceptability of proposed research in the
regul ati ons by the vague unspecific category of
institutional commtnents and regul ati ons? That m ght
have been the Nurenburg Code. Wwo knows? It does not
even nention ethics or sound ethical reasoning. It
coul d be just sound deliberative reasons. And falsely
assunes that the standards of professional conduct,
presumabl y professional codes of ethics, directly
relate to the ethics of research

As we know in | ooking carefully at the fina
report of the Advisory Commttee for Radiation
Experiments, what the conmttee nenbers argued was a
hi storical record and their contenporary projects,
which they did in the last part of this huge report,

I ndicate that the distinction between the ethics of
research and the ethics of clinical practice was and is
uncl ear and that many of the problens of the past and
the present may be due to a failure to distinguish

bet ween these two.

Now what | propose -- and again these are not
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el aborate proposals but they give an entirely different
cut the regulations -- is in the mddle of page 19 that
this wording should be the follow ng: That proposed
research in terns of -- should be -- you ascertain the
acceptability of proposed research in ternms of sound
reasoning. It could be ethical reasoning. But
di stinguishing the ethics of research fromthe ethics
of clinical care, applicable |aw and each institution
statenent of ethical principles and rules specified
under 46.103(b)(1) and that is what we just reviewed in
ternms of specifying the Bel nont Report.

PROFESSOR CHARO  Excuse ne, Dr. Vander pool .

DR VANDERPOOL: VYes.

PROFESSOR CHARO: It is hard to believe it but
the tinme has been flying and it has been about 20
m nutes. Since we have been fortunate enough to have
this to read for approximately five or six days, could
| ask you just to commend to us for a second reading
those itens in the remaining part of the paper that you
think are especially inportant to us?

DR VANDERPOCL: Thank you. Thank you. Yes.

| think the other parts of the paper that are
especially inportant woul d be Appendi x B, which is in
light of the criticisns of the sections of the

regul ati ons that deal with what | RB nenbers and
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researchers shoul d do.

What | do in Appendix Bis to indicate how --
Is to answer this |long standing question, which | have
heard this conm ttee ask, about how do you nake
research -- how do you nake informed consent a process
rather than a docunent. And it is a docunent in the
present Federal Regul ations because it says -- the
Federal Regul ations say that the basic el enents of
i nformed consent are as follows, and they are all
I nformational, and they all belong on inforned consent.

So inforned consent forns.

So if you spend all your tine really focusing
on what the basic elenments of inforned consent are, you
spend your tine focusing on infornmed consent forns.

And what | offer in Section Bis the process.

The process is not -- to throw away the basic el enents
of consent in the present regs and tal k about the three
basi c el ements of consent, voluntary-ism
conpr ehensi on, understanding. So this nakes consent
into a process.

The ot her point would be that in the final
section | have | ong been concerned about what is that
regul ations, and including regul ati ons the Bel nont
Report is comuni cating pragmatically to | RB nenbers

and researchers, and | think it is probably that --
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what it is communicating nowis problematic. And |
think the proposals | nake here indicate that it should
comruni cate a clearer set of things they should do to
protect human subj ects.

These are found on page 24. It should nake
t houghtful deliberations and so on and these -- | think
every one of these elenents on page 24 wll serve to
protect human subjects better and these directly relate
to what the Bel nont Report is about.

And on all of these grounds |I offer two
recommendations to you. On page 25, first, seize the
opportunity to appoint an expert task force to finally
utilize the Bel nont Report to informthe Federal
Regul ati ons. And, second, consider -- to call for
Bel nront |1l for the sake of articulating a clearer and
nore conpr ehensi ve understandi ng of the ethics of
research

Thank you very nuch

PROFESSOR CHARO  Thank you and | apol ogi ze
that the shortness of tine precluded a fuller
presentation of what is obviously a detail ed and
careful paper that was provided to us.

DR VANDERPOCOL: And pl ease understand | did
not want to assune that you had not read the paper but

| think when | read a paper it is helpful for an author
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PROFESSOR CHARO | think we all agree.

DR VANDERPOOL: And | hope | was able to
convey that.

PROFESSOR CHARO | think we all agree
conpletely. That is the purpose of having you cone
after you have given us the paper. Absolutely.

DR VANDERPOCL: Thank you.

PROFESSOR CHARO May | first just ask if
there are any points of clarification rather than
di scussi on or expansi on?

If not, then we will turn to Jonathan Moreno
for a presentation on protectionism

JONATHAN D MORENO Ph. D. .
KORNFELD PROFESSOR AND DI RECTOR
CENTER FOR Bl QVEDI CALL ETHI CS
UNLVERSITY OF VIRG N A

DR MORENO Thank you, Alta.

| have sone overheads that | am going to be
referring to.

PROFESSOR CHARO Can we get sone help from
staff? Thank you.

DR MORENO Good norning. It is always a
pl easure to be back with NBAC

My charge was to devel op the idea of

65
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protectionismas it appears in the Common Rule and |
really tried very hard to do that. Although I have to
say that | felt, as | wll say this in San Franci sco,
It may be appropriate, the ground is sonewhat shifting
beneath ny feet over the |ast several nonths because --
or perhaps ny butt as | was witing this because, in
fact, | think the noderate protectionismthat is
characterized as the Conmon Rule -- what | amcalling
noderate protectionism we mght be seeing the end to
the era of noderate protectionism And | want to
el aborate on that as | go on

In fact, what | have to say to you is in a
certain sense nore a study of protectionismas a case
study in the history of ideas rather than a
phi | osophi cal paper per se. Even though | amonly
a philosopher | often think the history of this area is
nore illumnating than the phil osophy.

(Slide.)

Clearly there are two extrenes that coul d set
t he boundaries of a phil osophical discussion of
protectionismin human subjects research. At one
extreme we could prohibit human subjects research al
together. That would be the nost powerful form of
protectionism For various phil osophical, econom c and

political reasons we have decided not to do that.
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Harol d nenti oned the Bel nont Report's position on that.

At the other extrenme we could permt all human
experinments, cone what may, willy nilly, w thout any
protections at all. WlIlIl, even the Nazi doctors'
defense attorneys did not accept that proposition.

They clained that even their clients sought volunteers
I n the concentrati on canps.

So it turns out that nobody at least in public
accepts either of the extrenes. Wat we have instead
I's sone several flavors of protectionismthat stand in
the mddle. There is general agreenent that persons
who are subjects in human experinents -- and | am by
the way, going to use the term "human experinents"”
because it is historically the nost generic termeven
though it has fallen in and out of favor over the
decades.

Peopl e who are subjects in human experinents
deserve protection fromundue risks. This proposition
I's not controversial.

What is controversial is who bears
responsibility for protecting them how should we weigh
or bal ance, and those terns have different
si gni ficance, weigh or bal ance societal interests
versus individual interests? And, by the way, the idea

of nedical practice is a way of nerging, of neshing the
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i dea of societal interests to the advancenent of
medi cal know edge and individual interest in being
protected from undue ri sks.

And it seens to nme that both of these
guestions can be nerged through a certain thene that
characterizes ny historical account of protectionism
The thene is the idea of the discretion of the
I nvestigator. How nuch discretion in making judgnents
about who to bring into research, how to deci de that
they are truly volunteers, how nuch risk to expose them
to and so forth, howlong to keep themin the study,
many questions. Al these questions that we are
famliar with can be brought under the headi ng of how
much di scretion should be allowed to the individual
I nvesti gat or.

And | think that it is the ebb and flowin the
story -- in this story, the story of investigator
discretion that is the story of protectionismin
medi cal research

Now in ny first slide | have tried to
characterize what | think again are the critica
I ssues. The relationship between the interests of the
subj ect and those of science and future patients.

Secondl y, whether and in what nmanner the

conduct of the investigator may be nonitored or
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controlled by third parties. This really goes to the
I ssue of investigator discretion and a corollary to
this is what special arrangenents should be nade for
certain vul nerabl e popul ati ons.

By the way, the idea of a vul nerable
popul ation is very nuch historically based. For many
years the only people who were thought to be really
vul nerabl e were children. Antivivisectionist fromthe
|l ate 19th Century through the early -- through the
1930's anyway -- singled out children for speci al
protection. Rarely were others such as nental patients
singled out for special protection.

(Slide.)

| amgoing to dwell on this slide for just a
nonent. It seens to ne, as | have indicated, that
there are several l|evels, for want of a better term of
prot ecti oni sm

Under what | have call ed weak protectionism
the investigator has a great deal of discretion over
all the issues that | have nentioned, recruitnment, how
to get consent or how to ensure voluntariness, when to
deci de that sonebody should not be in a study, howto
assess risks and benefits, and there are at best
informal constraints. Wat we mght call guidelines.

What Henry Beecher, hinself, as a matter of fact,
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cal l ed guides. Cuides.

| think that the era of weak protectionism
really lasted up to about 1980 and 1981 and that the
period 1947 to 1981 was an era in which gradually weak
protectioni smwas being challenged and finally gave way
to what we have today, which itself may be under
attack, which | call noderate protectionism

Under noderate protectionismthere is limted
i nvestigator discretion but there is neverthel ess still
a lot of discretion. There is, for exanple, no
necessary contenporaneous nonitoring of study practices
t hensel ves under noderate protectionismand there are
formal constraints or rules. What Henry Beecher call ed
rigid rules, which he did not like. And he put the
Nur enburg Code in the category of rigid rules that he
did not like, which is why Beecher preferred Hel sink
to the Nurenburg Code. Helsinki was nore guidance
oriented according to Beecher.

And then, of course, it follows as the night
to day that if there is weak and noderate positions
there nmust be a strong position and the strong position
woul d be severely Iimted investigator discretion with
formal interventions to ensure that the rigid rules, so
to speak, are being foll owed.

This mght go so far, for exanple, not only to
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i ncl ude i ndependent review of capacity assessnent. W
m ght also tell investigators who they can have in
their study. They mght not -- we mght require that
they not even have a role in the recruitnent process
itself. So strong protectionism as | conceptualize
It, would be quite severe indeed.

(Slide.)

There are, of course, alternatives to
protectionismother than the sort of horizontal ones
that | have nentioned, which would be to all ow anybody
to be in research under any conditions and to prohibit
research entirely.

There are also -- you mght think of as
vertical alternatives. For exanple, fromthe subject's
st andpoi nt you could have a position called -- we m ght
call ed accessionism That is to say you could take the
position that there is a very strong interest, if not a
right to be in research if you want to be.

And | think there are two versions of
accessionism That enbodied in the position of AlDS
activists in the late '80s and early '90s, which | call
t herapeutic accessionism which is that -- essentially
that research also is a treatnent. This was the action
cry of ACT-UP and that, therefore, people should have

access to that nedical treatnment as well as any other.
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There is also what mght be called scientific
accessionism the position that wonen and chil dren, and
ot hers who have traditionally been excluded from
research should get in for good scientific reasons.

And then there is the phil osophical view not
usually very clearly articul ated, that underlies those
defenders. The position of those defenders of
I nvestigator discretion. Wich is that the virtue, the
noral virtue, the noral uprightness, the integrity of
the individual investigator is ultimately the last line
and best |ine of defense agai nst abuses of human
subj ect s.

It seens to ne that it is this viewthat is
very central to the traditional notion of individua
I nvestigator discretion. One mght call the position
"virtue ethics."

Can | have the next slide, please?

(Slide.)

Now | am going to just run through these very
briefly and | want to -- and this -- obviously
everybody has their own highlights or their own
| andmarks in this history.

The point that | want to nmake is that every
single itemon this list, every single policy item was

preceded by a public scandal or a tragedy of sone sort.
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| was really inpressed by Don Chal ners' remark
yesterday afternoon that Australia did not have this
pattern but nonetheless in the United States | think it
Is very clear that we have responded to a series of
scandal s or incidents.

(Slide.)

W do not have to perhaps go through -- sone
of you are famliar with these incidents and the
scandal s and tragedi es that preceded them but | think
you W ll see that in each case there was a specific
I ncident or series of incidents that finally called
forth a public response.

(Slide.)

And | have added only a few days ago the new
DHHS initiatives and perhaps new | egi sl ation, and I
want to return to that at the end of ny remarks.

(Slide.)

The period that | have referred to as, |
think, the critical era in which noderate protectionism
with a ot of investigator discretion was bei ng broken
down was the period, as | said, from1947 to 1981. A
period that has as its beginning the results of the
Nazi doctors' trial in 1947 and it is conclusion the
DHHS rules in 1981.

And | think it is quite interesting that if
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you take six major commentators in the 1960's through
the 1970's on human research ethics you see the
controversy within the conmunity of distinguished
commentators on the issue and you see the breakdown of
traditional investigator discretion.

Take three distinguished physicians. For
exanpl e, | have already nentioned Beecher. Beecher, as
| have told you and as many of you know, was opposed to
t he Nurenburg Code. He considered themto be rigid
rules. He opposed the Nurenburg Code as part of an
Arnmy contract for Harvard in 1961 and ' 62 but he
enbraced Hel sinki as guides. He defended the virtue of
the individual investigator as the | ast and best
of fense agai nst the abuse of hunman subjects but Beecher
was not al one.

O her di stingui shed nedi cal conment ators took
the sanme position in the '60s and '70s. |In retrospect,
we can see that what they were doing was defendi ng
noder at e protectioni smagainst the critics, against the
attacks that were on their way, and that were comng in
waves as each new scandal appeared in the '60s and
' 70s.

Wal sh McDernott, for exanple, said in 1967,
"Medi ci ne has given society the case for its rights in

the continuation of clinical investigation." He uses
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ri ghts | anguage perhaps not wholly sel f-consciously but
Interestingly, | think.

(Slide.)

Lou Lasagna said in roughly the sane peri od,
"How many of medicine's greatest advances m ght have
been del ayed or prevented by the rigid application..."

Again the word rigid application "...of some currently
proposed principles to research at large. For the
et hi cal experienced investigator no | aws are needed and
for the unscrupul ous inconpetent no laws wll help."

So that Lasagna took this position as a matter
of fact during the early '70s when there was criticism
of prison studies and Lasagna said of the national
comm ssion's recommendations with respect to prison
research, which were by the way nuch nore perni ssive
than the rules that we finally cane out with, he said,
"This is a terrific exanple." He said this in an
editorial. "Aterrific exanple of sone really snmart
people with sone really stupid ideas."

So here we have Beecher, Lasagna and
McDernott, the great em nences of comentators on hunan
research ethics trying to hold the fort against the
attacks on noderate protectionismin the '60s and ' 70s.

On the other hand --

(Slide.)
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-- we have people |like Hans Jonas, Paul Ransey
and Al an Donagan. Theol ogi ans and phi |l osophers. Paul
Ransey in 1970 in the Patient as Person wites, "No nman

I s good enough..." and now presunmably woman either
"...to experinment upon another w thout his or
presumably her consent.™

In the epigramto the paper that you have in
front of you, | used this very powerful statenment from
Jonas around 1972, "W can never rest confortably in
the belief that the soil fromwhich our satisfaction
sprout is not watered with the blood of martyrs."
Wonderful |y Tal nudi ¢ | anguage here full of survivor
guilt. "But a troubled conscience conpels us, the
undeserving beneficiaries to ask, 'Wwo is to be
martyred, in the service of what cause, and by whose
choi ce?" "

O in arather nore hard hitting and even
biting statenent -- series of statenments in a paper
that he published in 1977, the anal ytical philosopher,
Al an Donagan basically conpared the position that
Beecher and Lasagna and McDernott took by name to the
def ense of the Nazi doctors as crass utilitarianism

Now | argue in the paper that that position
t hat Donagan took -- Donagan was not a marginal figure

by any nmeans. The position that Donagan took was
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intellectually respectable in the late '70s after the
scandal s and tragedies, and particularly after
Tuskegee, and in the mdst of the witing or just
before the witing of the Bel nont Report, and that was
only fromthe standpoint of the history of ideas an
acceptable position in the late '70s. It would not
have been a respectable position in the early '70s and
certainly not in the 1960's.

So what | amarguing in summary with respect
to this historical tour is that the period '47 to '81
we see a critique and an attack nostly by nonphysici an
comment at ors, theol ogi ans and phi | osophers on the
tradition of weak protectionismthat predom nated in
the history of this and in 1981 we have the
institutionalization of what | call noderate
protectionism our current system

Now in the spirit of noderation, | did
articul ate sone recommendations at the end of the
paper. Frankly, to nme they are the |east interesting
part of the paper. You can read themif you |iKke.
They are all noderate but | think there are nore
I nteresting questions that face us right nowand it is
one that | foreshadowed earlier and | am going to end

with these sort of rhetorical questions.

Is it possible that perhaps beginning with the
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UCLA schi zophreni a study scandal in '94, continuing
with the TD case in New York, continuing wth the
CGel si nger case a few nonths ago, enbodied in the
Secretary of DHSS initiatives and the Kennedy bill and
the Getty bill that are both being introduced soon, and
the report that this Conm ssion is devel opi ng, and the
transition in OPRR, and so forth. |Is it possible that
we are witnessing the end of a very awkward, roughly 20
year, conprom se called "noderate protectionisn®?"

And that we are entering an era suggested
per haps by some of NBAC s own recommendations in the
Mental Disorders Report of a nore interventionismin
i nvestigator-subject relations. An era of stronger, if
not strong, protectionism An era in which every |IRB
m ght be expected to have, for exanple, a |liaison who
wi Il actually go unannounced to the research site and
observe the way consents are being done, observe the
way subjects are being recruited, observe capacity
assessnents.

This would be, at least in a matter of degree,
i f not of kind, a strengthening of what | would call
noderate protectionismleading us perhaps to a --
ultimately to a very interventionist position with
respect to investigator-subject relationships.

Now t here are some dangers in strong
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protectionism at least as an idea, and it is an --
there actually is a particul ar danger that was
i1lumnated by the witers of what we have cone to cal
the Nurenburg Code itself. Nanely that the -- if nore
responsibility is perceived by investigators as having
been taken fromtheir shoulders and instead that nore
responsibility transfornmed into | egal and regul atory
responsibility for other parties, the IRB, the risk
manager, the Vice President or Provost for Research at
the university and so forth, the nursing liaison from
the IRB, if the responsibility for the welfare and
interests and rights of the subject is perceived by the
i nvestigator not to rest finely on his or her shoul ders
because a system has been created that is supposed to
ensure that those rights and interests and welfare are
respected, then will investigators begin to divorce
t hensel ves fromthe traditional sense of noral
responsibility that at least in principles -- in
principle fromthe H ppocratic era to the present --
physi cian investigators are supposed to have wth
respect to those in their care.

So there is a tenptation, | think, to see --
and | think to sonme extent it is happening -- to see
the history | have described noving us inexorably in

the direction of strong protectionism
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I think that 20-30 years from now people |ike
us may find thenselves sitting around a table like this
in a hotel like this reflecting on the consequences of
that trend and benpaning the | oss of a sense of noral
responsi bility anmong physician investigators and ot her
scientists who are responsible for the well-being of
their subjects.

Thanks.

PROFESSOR CHARO  Thank you very nuch. | can
only say in 30 years | suspect we will be doing it by
video conferencing and we will not have the pleasure of
one anot her's conpany over breakfast and | unch.

Questions of clarifications?

Ckay. Qur third presentation, Dr. Magnus from
the University of Pennsylvania on "Ethical
Under pi nnings."” In sonme ways | suppose this is rather
backwards. Your's was the nost general of all papers.

DAVID VAGNUS, Ph, D
ASS| STANT PROFESSOR AND DI RECTOR OF
GRADUATE STUDIES. CENTER FOR Bl OETHI CS
UN VERSI TY OF PENNSYLVAN A

DR MAGNUS: Right. This is, | think, the
nost general paper.

Thank you very much for giving ne the

opportunity to speak to you about this subject.
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Over the past several years, public response
to gene therapy and ot her innovative therapies have
been very interesting, especially in light of the
recent death of Jesse Gel singer at Penn.

The public for several years has denanded t hat
new and better therapies, including gene therapies, be
devel oped as quickly as possible. Many articl es have
been witten benvaning the obstacles to getting
patients enrolled in clinical trials and the barriers
to getting research out to devel op products.

At the sane tinme the response to the Cel singer
deat h suggests that the public also believes that no
persons should be harned in the process of research,
and | mght add it would be nice if no animals were
hurt either.

On the surface, to those with know edge about
research, these would be seemto be contradictory
desires and evidence of a schizophrenic attitude on the
part of the public. This is not necessarily the case.

The two statenents only conflict provided an
adequat e under standi ng of the necessity of human
subj ects research even without possibility of benefit
and substantial risks that nust be undertaken to nmake
medi cal advances. This has sinply not been

conveyed to the public.
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I f conputer nodels, animal nodels, research at
the cellular level and theorizing were together
sufficient for a full understanding of the inpact of
new t herapi es on humans for good and ill, there would
be no contradiction between the two public denmands.

The bi onedi cal research comunity, including
the bi oethics community, has failed to convey the need
for human subjects research to the public. The nunber
of variables in research on humans is far too great,
the human body far too conplex a systemfor us to be
able to predict what the inpact of a given therapy wll
be on nost humans.

Treatnments that work well on aninmals and even
on human cells often fail to benefit when applied to a
human subject. This not only happens, it is the norm

Simlarly, it is difficult to understand al
the risks that a human will be exposed to until a trial
has actually been perforned. Even then long-term
effects and dynam c interactions may not reveal
probl ens until nuch later.

In the comments that | will be making | wll
be considering the case for -- the fundanental case for
and agai nst the value of research in human subjects at
all, and try and derive a few conclusions, particul ar

concl usi ons about protections fromthem But | think
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it is inportant to renenber that in the end the best
safeguard to protect subjects is ensuring that they
have a better understanding of the nature of the
benefits, risks and burdens of research and that a
wel | -informed public that engages in subjects as
subjects in research, and to an increasingly |arge
degree, is in the end nmuch better than any form of
protection that we could really offer

First, what is the value of research on hunman
subj ects? Fundanentally there have been two sorts of
justifications about why we should all ow research on
human subjects. First, there is scientific or

intrinsic value to the research. W are interested, in

general, in know ng things about the universe. It is
the reason why we -- one of the major reasons for
justifying science at all. And, of course, research on

human subjects deals with issues that are of particul ar
concern to us and, therefore, there is a great deal of
intrinsic value in research on human subj ects.
Secondly, there is also instrunental val ue
attached to research on human subjects and this often
goes without saying but it is inportant to renenber
that this is an inportant noral good to society as we
devel op better therapies, better preventative agents,

better palliative agents that all cone about as a
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result of research

In addition, we also as we devel op nore
knowl edge -- | nean, it also goes w thout saying, we
| earn nore about sone of the problens associated with
ot her kinds of treatnents that we already offer. Think
about the research that gave rise to the discovery that
Phen- Fen had sone del eterious effects in terns of heart
val ves.

Clearly, these are inportant and in sone sense
It means that scientific research, including research
on human subjects represents a kind of social good. It
Is inportant to note that it is only a contingent good,
that it is a good that society as a whol e has deened of
val ue and sonething that it is willing to nake a
commtnment in as a social good but not necessarily
sonething that is necessary. Society does not require
medi cal research in order to continue to survive as
|l ong as the death rate and the birth rates renmain nore
or less in balance. There is no way in which this
research is absol utely necessary.

Gven that this is a social good, there are
nonet hel ess problens that arise for research that
really call into question whether or not the extrene
view that Jonathan presented a little bit, the extrene

formof protectionism nanmely we should not allow it
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all, does not, in fact, have sone phil osophi cal
justification.

This particularly is a problemwhen you
consi der research that has no -- is not designed to
provi de any therapeutic benefit but conveys risks to
subj ects engaged i n research.

For research without any -- with any
substantial risk of harmto the subjects or even a
hi ghly uncertain risk, researchers and woul d be
regul ators face an acute noral dilemma.

Phase | research can be done, whenever
possi bl e, on healthy volunteers. This involves
exposi ng people to risk for no possible direct benefit.

Al'l om ng nedical practitioners to know ngly harm or
risk harmto healthy subjects w thout any prospect of
their personal benefit runs counter to sone of the nost
central ethical tenets of the practice of good
medicine. Do no harmis a noral normthat is firmy
entrenched in the ethos of health care.

The ethical picture concerning the
justification of research becones even darker when we
realize the notivations for many of the subjects of
this kind of research

Fi nanci al gain: Paying research subjects

either nonetarily or in services has becone an
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i ncreasingly inportant part of Phase | research.

Paynment may produce several problens, including

subj ects who do not attend closely to the nature of the
ri sks involved in participation, bias sanpling in the
sel ection of research subjects, and injustice as those
with financial need are asked to risk their health for
the benefits of others. Wt hout paynent, however,
there may sinply not be enough volunteers for research
to be feasible.

The second harmin the dil enmma of whet her
research can be ethically justified at all can be seen
I f the pool of subjects for Phase | protocols is
restricted, when possible, to those who are al ready
afflicted with a condition or disease whose treat nment
I s being sought.

For therapies with substantial risk of serious
harm it is common to restrict research to subjects who
are termnally afflicted with a di sease.

There are serious problens with using the
dying as a way to avoid the conundrum posed by
undertaking research that is not intended to benefit
the subjects. First, these are the nost vul nerable
subj ects possible. They are sick and often desperate
pati ents who have becone reliant on the nedica

community for any kind of hope and for the alleviation
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of suffering. They may be too ill to refuse
suggestions put to them by clinicians regardl ess of
their values in decision naking when in a nore
enpower ed position.

Mor eover, the desperation of many of these
patients neans that they are | ooking for benefit even
when it really is not there. This often arises and
occurs due to two conplinentary factors.

First, the desperation of the patients nay
mean that they cling to a desperate hope that a trial
wWith no real possibility of therapeutic value wll make
themwel |l and represent their best |ast hope for a
cure.

Second, clinicians who want to offer sonething
to the dying are tenpted to play to this desperation
and often obfuscate the |ine between research subject
and nedical patient. | think this is, in fact, a real
fundanental problemwth the ethics of research for
Phase | research on human subjects. This has al ready
been alluded to but the |ine between subject and
patient is sonething that is typically obscured in nmuch
Phase | research

Researchers usually believe in the trials they
pursue. This is often conveyed to the subjects.

| ndeed, many researchers defend the need to convey hope
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to patients. Even careful researchers who have well -
desi gned i nforned consent forns and say the right
things to patients may al so convey a sense of hope and
cautious optimsmthat reinforces the things that the
patients are | ooking for.

This seens to reinforce the desperate hope of
the patient. Using vague and m sl eadi ng | anguage this
may or nmay not help you. W cannot put a nunerical
val ue on any chance that it will help you. It can
certainly help to reinforce the inpression that the
subject is a patient receiving therapy, not a subject
In an experinment designed primarily to test the safety
of a treatnent, and with virtually little -- no or
little chance that it will benefit the subject and a
much greater chance that it will cause sone form of
har m

Enpi rical studi es have shown that as nmany as
85 percent of patients, cancer patients enrolled in
Phase | trials are under the inpression that they are
receiving therapy. And in sonme qualitative research
bei ng done by sonme of ny col | eagues, they have found
that patients enrolled in -- cancer patients enrolled
in Phase | trials not only typically believe that they
are receiving therapy but you can actually identify

very clearly things that the clinician said that hel ped



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

89

to reinforce those beliefs.

If the primary reason for using termnally ill
persons in research that |acks any real prospect of
benefit is that they cannot be harned. That is these
are patients who are beyond harmor subjects that are
beyond harm And that reason could be used to justify
experinmenting on the sanme subjects for treatnents that
are unrelated to the condition that afflicts them

In short, termnally ill patients would be
utilized as human guinea pigs for any and all dangerous
research projects on the grounds that they are beyond
harm This grisly prospect would seemto cast sone
doubt on the strength of this justification for using
t he popul ati on.

Mor eover, the assunption that this popul ation
I's beyond harmis also false. There are inportant
differences in the way people die. For sone patients
they may well be better off preparing for the end at
home rat her than desperately clinging to a fal se hope
while suffering indignities in a nedical setting. For
others, dying will be far |ess burdensone outside an
I nvasi ve safety study than in such a study.

One other problemw th using the termnally
i1l in safety studies is that in the end the Phase |

studies may not really scientifically be of nuch val ue.
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Depending on howill a patient is, death nmay be a
foregone conclusion so that little about safety is
gleaned and it nmekes it easy to blane the underlying
condition rather than the therapy for at |east sone
trials.

The recent revel ations of a nunber of
undi scl osed gene therapy deaths nationwi de shows the
problemw th this approach. In fact, the first
reported death from gene therapy, Jesse Cel singer, who
died at the trial at the University of Pennsylvani a,
reveal ed new safety concerns about the type of vector
being used in that trial

Had the patient been an infant with a
devastating |liver disease, OIC deficiency -- these
infants are typically born wth a |life expectancy of
often a few days, it is doubtful that any serious
safety problens of the sort that cane out as a result
of the Cel singer death woul d have been detectabl e.

In spite of all these objections, clinicians
often behave as if it were irrational not to enroll in
atrial, even a Phase | trial, if there are no other
pl ausi bl e treat nent options.

This is especially problematic for conditions
which are rare. Researchers need to enroll subjects

froma very small pool and they may convey a



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

91

t herapeutic goal and a fal se prom se of hope when none
really exists. |In fact, even the nane "gene therapy"
Is msleading for what are really gene transfer
experinments with no real hope of therapeutic benefit at
the present tine.

Now are there solutions to this dilema?
There are several possibilities. One, we could allow
people to engage in -- sorry. W allow people to
engage in risky behaviors all the tinme. W |et people
ski. W let people becone test pilots. W |et people
snoke. There is no reason why we could not, in
principle, allow genuine volunteers, healthy
volunteers, to be the test pilots of nedical research
as long as you really truly have inforned consent and
no coercion, and this mght possibly require little or
no nonetary consi derations. It may be that this
will serve as a |l arger pool of research subjects than
I's conmonly believed.

Second, we coul d consi der changi ng the way we
do Phase | research when we are dealing with situations
with termnally ill patients and possibly conbi ning
Phase | and Il research at the sane tinme so at the sane
tine we are starting to do safety studies on
i ndividuals. W can al so be going quickly for

particul ar individuals to higher dosages so that we
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m ght at | east have a potential that there m ght be
sone therapeutic benefit to them

Above all, we need better inforned subjects.

I nformed consent nust be a part of any system of

regul ation but it must nove beyond the current

under standi ng of the concept. It is not enough for a
clinician to state that a trial is a safety study and
that there may be no benefit. That is done now.

Al'l the right sorts of things typically are
said and all the tapes we review of Phase | inforned
consent processes, the right things are said, the right
things are in the infornmed consent form but the
under|yi ng assunption of the research and the subtle
cues involved in the interaction often nonethel ess
manage to convey to patients that this is their best
bet and that this, in fact, is therapeutic and not --
then they are not sinply subjects in experinent that
has very, very little chance of having any benefit to
t hem

Better communi cation of benefits and risks and
burdens of different kinds of research nust be conveyed
to patients and it nust be done so through conveying
information to the public as a whol e. Thi s hel ps
I ntroduce the conditions necessary to create an

obligation on the part of the public to serve as
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resear ch subj ects.

Peopl e who benefit from cooperative soci al
schenes are obligated to bear the risks and burdens of
participating in the activities that the cooperative
endeavors require. There is sonething problematic
about free riders who allow others to take on the risks
and burdens when they fully intend to take advantage of
t hese sacrifices.

For exanple, the decision to use a tertiary
care teaching hospital can serve as quite a cooperative
soci al endeavor and that neans anybody who chooses to
go to that kind of an institution agrees in principle
to serve as a subject for denonstration and teaching
pur poses.

In terns of bionedical research, if soneone
benefits fromcare in a research institution, that
woul d seemto suggest at least a prima facia obligation
to participate as a research subject, and again this
applies to patients who freely and voluntarily choose
to receive care in a research setting.

But this neans that patients need to have a
much better understanding of the benefits and burdens
of being a patient in certain kinds of settings and
t hat any expectations need to be nade clear at the

outset. Moreover, curtailed power to choose the kind
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of institutions patients want to utilize underscores
again the inportance of the willingness of patients to
participate voluntarily in research.

The upshot of these argunents is the
i mportance of inforned consent of subjects is still an
I nportant aspect of protection from abuse although it
may need a revanping and | think the sort of pernicious
i nfl uence of | anguage |i ke autonony has actually been
probl ematic in seeing that sinply conveying the right
sorts of risks is sufficient when it clearly is enough,
and it may nean that we need a successor notion to the
concept of inforned consent to do the work that
i nformed consent currently does.

Second, patients need a better understanding
of research prior to participation. Engaging in the
nmedi cal systemis a cooperative activity.

Third, current protections of relatively
heal t hy vol unteers from engaging in risky research
needs to be reexamned. This is the one area where |
think extrene protectioni smcould be problemtic and
run counter to the sort of libertarian argunent that is
really essential to being able to justify research on
human subj ects.

Fourth, it may well be that Phase | research

on very ill termnal patients is problematic, and in
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extrene cases, an argunent could be nade for conbining
Phase | and Phase Il research and really changi ng
fundanmental ly the way we do research on termnally ill
patients.

PROFESSOR CHARO  Thank you. Thank you very
much.

Questions by way of clarification?

No matter how fast you talked it is still

cl ear.
Ckay. It is 10:25. | would like us --
DR MESLIN  Arturo?
PROFESSOR CHARO  Excuse ne. Yes, Arturo?
DR BRITO Dr. Vanderpool's paper nakes
reference to Appendix A and B but only -- only Ais out

there and B is nowhere to be found.

PROFESSOR CHARO It was -- the electronic
version had it and --

DR BRITO Yes. | was not able to --

PROFESSOR CHARO | am happy to provide ny
copy to you during the break. GCkay. And we wll make
phot ocopi es for you of Appendi x B.

Ckay. | would like to propose that we be back
here and start pronptly at 10:40 and then we wi |l shave
five mnutes fromdiscussion with the presenters and

five mnutes fromour own discussion to get back on
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track for the international report at 12:30.

(Whereupon, at 10:26 a.m, a break was taken.)

PROFESSOR CHARO W are on the record again
and | do know that sone people are still grabbing the
| ast cup of coffee or taking their seat.

As they do, | would like to just clarify what
we will be doing at this point is a kind of conbination
of discussion as well as question and answer. People
on the Comm ssion should feel free to sinply make
observations w thout specifically directing questions
to the speakers or to direct questions. And to the
extent that a real dial ogue devel ops anong
Conmi ssioners, | would |like the speakers to feel free
to ask to be recogni zed so that they can intervene as
wel | .

First, let ne ask if there is anybody who
would like to start the discussion fromthe Conm ssion?

Berni e Lo?

DR LO First, I wanted to thank our
panel i sts for their thoughtful papers and
present ati ons.

DR MESLIN. Bernie, could you go right into
the mke for the people |istening?

DR LO Yes.

DR MESLIN  Sorry about that.
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DR LO | wanted to ask a question which is
actually a little different than what you have tal ked
about. It is alnost the flip side.

It strikes ne as | read your papers,
particularly Dr. Magnus' paper, that we do not have a
very clear explanation of the rationale for doing
research. Wiat is the noral justification? bligation
I's sonmething | guess you would not want to agree with.

But it seens to nme one of the things that is
striking, for instance, when Jonathan tal ks of
protectionism what we hear from sone segnents of
society is that they want nore research and they think
being in a clinical trial is the fastest way to get
therapy for a condition for which effective therapy
does not now exi st.

And at | east anbng sone people, sone
clinicians, there is trenmendous pressure to do nore
research, and it is not viewed as sonething optional
that we can sort of forego if you have ethical scruples
about it.

So | would Iike you all -- each of you to
comrent on that. Mybe particularly David and Jonat han
since it was nore in your papers. And coul d you
also tie specifically to the issue of HV research in

devel oping countries? | think if there is a situation
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that rises to noral urgency, it seens to ne there you
have an epidem c which is really causing a | ot nore
than just quality of life.

But in Dr. Magnus' paper | was struck wth,
you the di scussion you had of -- | guess going back to
Hans Jonas saying that, you know, as |long as you have
got nore people being born than dying, you do not
really need research, the cycle can go on

| nean, | amnot sure that view would be
accepted today where quality of life as well as just
mere survival is at stake.

Al so, does that hold for Sub-Sahara in Africa
and the AIDS epidem c where, at |least in sone
countries, the projections are the population is going
to take a tunble?

So, | think what is -- the other part of this
is what is, -- where can we find a coherent persuasive
articulation of the norality of not doing research when
-- and foregoi ng the goods that m ght occur?

DR MAGNUS: Ckay. Well, clearly | definitely
agree that research has -- is an inportant val ue in our
society. | think the fact that it is not necessary to
survi val underscores the fact that it is a contingent
value, that is it is sonmething that is not necessary to

survival. It is not sonething that, therefore, there
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is sort of a very -- that in sone ways it limts the
claimof an obligation on people to enroll as research
subjects. But nonetheless it is of societal value and
SO society has decided that this is sonething that is
I mportant.

Now H V research is interesting in |ots of
ways. The demand for nore research is clearly there.
That speaks to it as a -- perceived as a social good
and perceived that the research is inportant and that
It 1s a social good. But at the sane tine I think we
have to be concerned when people want the research for
its therapeutic benefit. That is for its inmmedi ate
t herapeutic benefit and see a therapeutic benefit to
enrolling as a research subject.

And that speaks, | think, to the failure that
t he bi onedi cal comunity has to comuni cate the nature
of Phase | research to the public. Phase I, Phase II,
Phase Il research. These should be part of the common
under st andi ng of anybody who wal ks into a doctor's
of fice.

Thi s shoul d be common | anguage that everybody
understands and it is not. So I think that the -- and
so the trade off is between wanting to get to the final
val ue, and wanting to get the end therapies that

research requires, and the -- and naking sure that, on
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the other hand, that patients understand what they are
doi ng and what the value is of engaging in the
research

DR LO Ata, if I could ask a follow up.

One of the other reports we are working on is
an International Report, and a |lot of the inpetus for
that concerns the ethics of HV research in devel opi ng
countries where these are not by and | arge Phase |
trials. These are trials sort of -- trials of
interventions that are well tested and shown effective
In the devel oped countries, and are nodifications of
dosage and adm nistration and the |ike.

W are al so considering proposals,
recommendations that would require researchers to give
-- help ne with the phrase here -- effective and
established therapies to the control group so that, in
fact, in those countries, people would get a
consi derable clinical benefit fromenrolling in trials.

So these are not the Phase | studies you so nicely
wote about, but we are trying to devel op guidelines
that woul d cover both reports, in a lot of situations,
and if you could help us there it would be --

DR MAGNUS: Yes. Actually | want to say two
t hi ngs about that.

For H'V research, obviously one of the
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exceptions, even Jonas in his original article, nade an
exception for plagues. Qoviously, if you have got
sonething that is really a scourge, that is
sufficiently dangerous and lethal. In those tines, you
can actually nmake a case for a nuch, nuch stronger
obligation because it is necessary for survival and you
m ght be able to nake a case that H 'V represents such a
scourge in devel opi ng nati ons. Clearly that is
sonmething that is of clear val ue.

But | want to say, when you are thinking
about research in devel oping nations, | certainly
woul d not want to overstate the value of that for those
soci eties since, in devel oping nations, 80 percent of
deaths are a result of waterborne pathogens and
pol | ut ants.

If you are thinking about bang for your buck,
there is a lot better ways to spend resources than on
research for inproving the health of the popul ations
overal .

PROFESSOR CHARO Drs. Mdireno and Vander pool ,
did you want to add any coments?

DR VANDERPOOL: | would like to add a
conmment .

It seens -- Dr. Lo has asked an excel |l ent

guestion. Wat is the real rationale? | think it is a
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very conplex and interesting cultural rationale.

Part of it is seen in the rhetoric we use.
Alot of the rhetoric is war related rhetoric. Let's
exterm nate hook worm di sease. Let's declare war on
cancer. And once that rationale gets interred into
culture, then it has its own power.

And | want to relate that rationale -- that
rhetoric, to one concern | have for protection. As |
hear Dr. Moreno's paper, | hear that part of what he
woul d nmean by greater protection would be greater
surveil |l ance.

But | think there are other avenues to greater
protection. And one avenue to greater protection is to
have a nore careful scrutiny of the research
initiatives that go forward. | nean, when -- after
Richard N xon decl ared war on cancer in 1971, we have
had a war on cancer and we have had the SWOG group neet
every few nonths in the Southwest part of the United
States, and they approve hundreds of research protocols
on cancer patients.

The thing about it is these research protocols
are increnental, at best, increnental changes. Let's
change a little cisplatinumthere, a little bit of
sonething el se here, and let's hope to get a slightly

better percentage. And so you have to recruit
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t housands and t housands of cancer patients into these
protocols for, at best, increnental changes, that over
time have not nade a heck of a lot of difference.

So | think protectionismneeds to consider
what research initiatives will really be effective and
not keep enrolling and enrolling patients into
initiatives that are surrounded with war tine rhetoric
that are not going very far. So that is a cultura
anal ysi s.

| could have sone other points to add to that
but I think | have nade one inportant point.

DR MORENO | think that is well taken
Al'though | amnot sure -- | think Harold and | woul d
have to tal k about the boundary between scrutiny and
surveillance. It seens to ne that deciding on national
initiatives for research prograns would count as a form
of surveillance of what physician-investigators were
actually intending to do but that is a semantic
question and it does not need to concern us.

But back to Bernie's really interesting
question. It is very hard to find, | think, a
religious or philosophical tradition that does not
encour age nedi cal experinentation for the greater good.

Wth the exception perhaps of a faith tradition, |ike

Christian Science, that takes itself out of the secul ar
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nmedi cal tradition entirely, it is really hard for nme to
think of one. And, therefore, | am-- at |east from
the point of view of wsdomtraditions -- kind of at a
| oss to know where to | ook for a conpelling argunent in
favor of the norality of fully foregoing research

Even Jonas and Ransey were not in favor of
conpl etely foregoing research. They wanted to do it
wi th consent. And Ransey, hinself, took what, at the
time, was a radical position and now woul d be
considered a very noderate position on kids in
research

Sol think it is very hard to find a
rational e.

Can | say sonething, though, about -- if |
may, Alta, about the liberty argunent? | think David
rai sed a very interesting point that you could argue
that protectionism-- stronger protectioni smshould not
apply to healthy volunteers for the reason that people
ought to be able to express their altruismor get
I nvol ved in science, whatever it is.

But it is interesting, that |iberty argunent
historically has applied to patient subjects, not to
normal subjects. And the argunment can go both ways,
that patients -- and this goes back to the access issue

as well -- that patients ought to have the right to
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deci de whet her they want to take the chance and get
into research.

As a matter of fact, the earliest argunents in
favor of strong protectionismin the 19th century cane
with respect to normal subjects in vaccine studies.

And by the way, vaccine studies are a context in which
normal volunteers can potentially benefit. And so there
are significant questions of conpensation in those
studies. Historically, there have been.

PROFESSOR CHARO:  Thank you.

Steve Hol t zman?

MR HOLTZMAN. Thanks to all of you.

This was going to be a question directed to
Dr. Magnus and Dr. Vanderpool's |ast remarks about the
cancer trials that may play into it, and it has to do
again comng to this notion of a therapeutic
m sconcepti on

And what | am having trouble squaring is the
descriptions |I hear from phil osophers tal king about
this, which is the phenonenol ogy of ny experience when
we are doing Phase | trials.

And what | nean by that is, when we are going
into a Phase | with healthy nornmal volunteers with a
5LO i nhibitor for potential use in asthma, and all we

really care about is looking at PK and PD, it is very
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clear to the subjects what is going on there.
On the other hand, when we are doi ng a Phase
I, with deathly ill cancer patients with a proteosone
i nhibitor; yes, we are looking for, the dose limting
toxicities but those people are there, also quite
rational ly, hoping against all odds that maybe their
nmetastases will shrink and a couple of tines it does.
Al right. So why is that a therapeutic
m sconception? Wy are we being dishonest? Al right.
W are not and | just -- the phenonenol ogy that you
guys sonetines describe here, you are tal king about

these "trials," thousands of trials to just adjust the
cisplatinum and it is not. These people are dying.

Al'l right. You have got to go in and you are mnaking
nodi fi cati ons.

It is not alot different than the practice of
medi ci ne where you are trying to make the adjustnents
so | amjust having trouble because | live this stuff.

DR MAGNUS: That seens to ne to be exactly
what the problemis, though. [|f you think about Phase
| trials, especially the early -- | nean, it is a
continuum |f you think about the begi nning of a Phase
| trial where you are starting off at 1/1,000th of the

dose necessary to have any effect according to your

animal studies, thereis -- | nean, there is no chance
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that this is going to help these patients and it al so
depends on the therapy.

Thi nk about all the gene therapy trials on
cancer. By nowit is pretty clear, that if you are
doing a Phase |I trial on HSTKGCV system there is not
going to be any therapeutic value to that. | can tell
you that right now

Sonebody m ght get better. You mght get a
little too nuch shrinkage. They mght get that if they
take sone laetrile, right. W do not apply -- | think
we do not apply the sane standards of evidence when we
t hi nk about the potential value of Phase |I research
that we have applied to, say, unproven, conplinentary
nmedi cal systens.

If we had the sane attitude and the sane
critical scrutiny of value -- of therapeutic val ue of
Phase | research that we do to those other things, we
woul d see that, really, it is not therapeutic and we
need to draw a sharp line there.

If the patients are there because the --

MR HOLTZMAN: But ny objection is, you keep
saying it is a Phase | research. Phase | research
covers an enornous ganbit.

DR MAGNUS: That is true.

MR HOLTZMAN: Al right.
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DR MAGNUS: Ckay.
MR HOLTZMAN. Sure, you are absolutely right.
| nmean, we walk into that know ng, right, that nost
drugs fail. Al right. And when you are starting with
a | ower than expected dose, it is not working. You are
buil ding up to your maxi mumtol erated dose. That is
one species of the genus (sic), is Phase | research.

DR MAGNUS: That is right.

MR HOLTZMAN: It is another when | am goi ng
in at full bore, okay, to soneone who is going to die
in two weeks. Al right. And, in fact, we revert
their nmetastases. That person can very rationally, and
we can be with appropriate disclosure, not m sl eading
themin saying, "Look, nost drugs fail." GCkay.

DR, MAGNUS: Ckay. Qur experience -- again,
| think it is a continuum but | also think | ooking at
the tapes and the conversations of the Phase | trials,
at the qualitative research that has been done, the
right sorts of things have been said. You are right.

But the way it is presented, and other sorts of things
that are said convey, you know, | think a far greater
sense of optimsmand of therapeutic value than really
exi sts.

The probability even for |ate Phase | research

on cancer -- for, you know, |late -- depending on how
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far the netastases is -- is extrenely, extrenely | ow
that this is really going to help them

And so if they really think this is their best
chance, and that they are in it primarily for a
t herapeutic value, it seens to ne that they are in it
for the wong reasons, and that is m sleading them
These are very vul nerabl e subjects, who have been taken
advant age of, and especially when you add all the
i ncentives on the part of the researchers to do the
research, both econom c incentives, publishing,
pronotion, all those sorts of things, it seens to ne
that has created a systemwhere we feel very
confortable allowing patients to feel that there is a
t herapeutic value when there really is very, very
little or none.

PROFESSOR CHARO. Eric Cassel |l ?

MR HOLTZMAN. Can | just --

PROFESSOR CHARO  Very, very briefly. Only
because with three people on the panel, it is tough.

MR HOLTZMAN: Yes. Go ahead. Never m nd.
It is okay.

PROFESSOR CHARO  Are you sure?

DR VANDERPOOL: | tend to agree with M.
Hol t zman, though, and that is that | think for sone

patients in Phase | cancer trials, this is their hope.
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It may be thin. And then the challenge is to give
fully infornmed consent about the hope, and for the
physician to recogni ze that at this point, you are a
resear cher and you woul d be very wary about
reconmmendi ng that, yes, if | were in your situation, |
would go on it because that is when the consent form
may as well be tossed out, because that physician trust
I s comuni cated as researcher trust, and that is
difficult to do. But for sonme patients it is the
chance they have and they still want to go for it
rather than go fishing.

DR MORENO Can | just add I think that the
guestion of therapeutic msconception needs to be
treated as a psychol ogi cal question and | do not know,
D ane, if any psychol ogi sts have taken up this question
but you could, in theory, if it were ethical, and you
could get it passed by the IRB, nmanipul ate the
vari ables in such a way that you could find out what it
was about the situation that led to people, if they do,
|l ed to people being msled or allow ng thensel ves to be
m sl ed.

For exanple, what if you had brought sonebody
into an office building, being net by sonebody who did
not have the MD. diploma on the wall and was not

wearing a |lab coat, rather than a hospital and the |ab
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coat and all the paraphernalia and so forth. Wuld
that make a difference in the way people feel about the
situation, and would they be able to filter the
information, without the inpress of the great nedical
institution into which they have just been taken up on
the el evator and passed all the offices with all the

I mpressive | ooking scientists and | aboratories?

So it seens to ne that there is -- this is
partly an enpirical question and that we can identify
whet her the elenents of -- if there is already such a
thing as therapeutic m sconception, which | take there
to be, if those elenents can be nodified or nmanaged.

PROFESSOR CHARO. Eric Cassel |l ?

DR CASSELL: It is tenpting to junp into that
but I do not want to do that.

Jonat han, you nake a poi nt about the changing
intensity of -- | will call it -- investigator virtue,
over the period of time and how, as we go to strong
protectionism we may act to dimnish further that
virtue. But don't you really understand that this
virtue has, in fact, dimnished -- appears to have
di mnished? Also, it is an enpirical question, you
know. So we are driven to increase the protection and
so forth and so on, on up the -- but nobody has, so

far, suggested that if we decrease the protection that
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it is going to increase the virtue, have they?

DR MORENO Well, we mght this norning.
Look, | do not think that there is a direct -- an
I nverse proportion between the virtue of people who in
a certain era happen to be in the medical profession or
i n medical science, nedical research, and the anount of
regul ation that society inposes.

In other words -- and | certainly do not have
any reason to think that ny coll eagues today in
Charlottesville or anywhere else in the country, at
| east, are any less virtuous than their predecessors
100 years ago or 2,000 years ago.

So | do not think that any alleged --

(Phone tone.)

DR MORENO | amsorry. | ambusy now | am
tal ki ng about the --

DR CASSELL: It is the wong answer. That is
what that is.

(Laughter.)

DR MORENO It is Henry Beecher calling to
support ne.

(Laughter.)

DR MORENO Fromthe great beyond.

DR CASSELL: You did not know himvery well

DR MORENG So | do not think that the
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decrenent -- any alleged decrenment, or specul ative
decrenent of virtue anong physicians, is the reason we
find ourselves where we are in our regulatory system

| think it is because of alot of social, econom c and
political devel opnents, and to sonme extent

phi | osophi cal evolution. Not because doctors or

physi ci an-investigators are necessarily |ess virtuous
than they were 50 or 2,000 years ago.

DR CASSELL: Just one quick followup. You
said you did not know of any faith tradition where --
whi ch did not support research. Well, actually during
this scholastic era when all know edge was really
know edge of the evidence of God, investigation into
the natural world just was not part of it and did not
cone along until Roger Bakken and that is already by
the 13th century.

But since that tine, it is not about research.

It is about know edge. It is a position about
knowl edge and secul ar know edge versus purely
t heol ogi cal know edge.

DR MORENO Well, they still supported
observational research a la Aristotle. | mean, they
still supported classification.

DR CASSELL: Oh, no.

DR MORENO They preserved. They preserved
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the science classification.

DR CASSELL: They preserved that but they did
not do their own.

DR MORENO Well, they did sone.

DR VANDERPOOL: Could | add --

PROFESSOR CHARO  Yes, Dr. Vanderpool ?

DR VANDERPOCOL: -- a footnote to this?

The Jewi sh tradition in the wi sdom of Bensark,
(sic) 200 years before the rise of Christianity,
bl essed the physician as an instrunent of Cod.
Christianity cones in as a healing cult and beats the
Cl upei ne (phonetic) cult, and Muslins devel oped
institutions and so on.

So | think Dr. Mdreno's point is secure that
religious traditions really are pro-healing for a whole
host of different reasons, but part of it is the sake
of special -- specialty needy people and one is giving
a particular kind of blessed concern when one cares for
t he si ck.

So | very, very much agree with his point on
t hat score.

PROFESSOR CHARO Al ex Capron?

DR CASSELL: Except the Christian tradition
was anti-nedicine until quite late into the era and

religion -- and priests were conjoined not to
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partici pate in nedicine.

DR VANDERPOCOL: Right.

DR CASSELL: Healing, yes. But nedicine, no.

DR VANDERPOCOL: Christian happens just to
capture it by superstition about the Fourth and Fifth
Century and beyond. But | think you raise a really

| mportant question about physician's virtues, and | do

not think we just should let that go. | nean, | think
our training prograns -- another way to protect is to
protect at a national level, in terns of what research

initiatives can go on

Anot her way to protect is to protect through
training prograns, and there -- in ny own university,
we have had very good responses to physicians and
fellows, as they explore research ethics and see who
they are and what they can do in this arena.

Sol think we -- too |ong we have just kind of
let it slide instead of seeing this as a speci al
calling for physicians to exercise their mnds and
their hearts at the same tine.

PROFESSOR CHARQO  Thank you.

Al ex Capron?
PROFESSOR CAPON: | amgoing to forebear from
engaging in this theol ogical discussion. | want to

take you back to your basic framework, Jonathan, first
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as a question.

Yesterday we heard from Jeff Kahn, rem nding
us that his view of the post-Belnont era is one of the
novenent fromthe protection to inclusion, and a view
of -- enphasis of the benefits of research, and you
have in your own paper that quote fromeven research is
treatment or sonme such phrase from ACT- UP

And it seens to nme that what we see in all of

this, is a question of whether we favor type one or

type two errors. |If a type one error is the inclusion
of an unwilling or unwitting person as a subject in
research, without full information and voluntary

consent, and a type two error is the prevention of a
research project in which there are willing volunteers
but it is judged to be unacceptabl e.
In the early days of the space program serious

t hought, as you know, was given to sending up a nanned
vehi cl e, that would not be capable of returning, and
that would create, in effect, glorious heroes of those
who undertook that trip to the nmoon and there woul d be
no | ack of volunteers anong the astronaut corps for
t hat .

And yet NASA concluded that it could not
do that. Partly it was public relations that they

t hought that, in the end, the public would not be fully
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supporting. But they al so concluded, | believe, that
It was -- that was a type two error that they did not
want to commt.

And it seens to ne that you are -- you are
suggesting that we are in an era of noving nore towards
trying to prevent type one errors if | understand you
correctly. Is that right? | nean, that is the way you
-- if you are looking at a historical sweep of things,
that is the direction?

DR MORENO | think that is right, yes, in
the long run, and | would say that the energence of
i nclusionary efforts -- what | call sessionism--

PROFESSCR CAPON:  Yes.

DR MORENO -- not in the therapeutic sense
but in the scientific sense, is to say justified, by
t he need to know nore about how drugs and devi ces
af fect popul ati ons who have not historically been
I ncluded in systematic research. That is conpletely
conpatible with protectionismas | understand it.

PROFESSOR CAPON:. | guess this is sinply a
guestion of -- for which no one has any answer but it
s, in a way, exploring what you raised wth one of the
earlier questions. And that is why we woul d expect
that if we nove in that direction we would 30 years

from now benoan, as you put it, the lack of virtue.
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The late G ant Gl nore fanously remarked about
I n heaven there would be no laws and the lion would lie

down with the lanb and in hell all activities would be

regul at ed.

(Laugher.)

PROFESSOR CAPON:  But what he -- it is not
clear fromthat kind of a remark whether it is -- that

heaven is achi eved by the absence of laws, or rather in
a situation in which you have only virtuous persons,
who are fully angelic, that you woul d have no need for
that, that the lion in heaven woul d not eat the |anb.

| do not see the connection running the other
way. | nmean it does not seemto ne that the fact that
we have | aws against certain activities, in fact, nakes
peopl e | ess virtuous because they decide to be | aw
abiding, that they -- | nmean, it is sort of a viewthat
all they are doing is obeying the I aw and they have no
virtue, and they becone unregul ated were it not for the
fear of the | aw

| guess that is your -- but I want to
understand is, that your suggestion that that is the
direction in which things inevitably nove, as we try to
be nore protective?

DR MORENO Well, not to be outdone in

reference to the great sages, that great protectionist
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phi | osopher whose work al so energed in the 1960's,
Wody Allen, observed that the lion shall lie dow with
the lanb but the lanb will not get nuch sl eep.

(Laughter.)

DR MORENO Wiich is absolutely irrelevant to
your interesting question.

(Laughter.)

DR MORENO Look, | think the question which
Harold indirectly related also in his remark about
education, can virtue be taught, or are sone sinply
born with it, or do they acquire it in sone nysterious
way, perhaps by inspiration fromGod. It is not one
that | amprepared to answer this norning, nor do |
know, therefore, under what circunstances there would
be a decrenent of virtue in an individual or group.

It is entirely possible that, what you say is
correct, and that it would not nake any difference if
say, people on hard noney at an academnm c nedi cal center
who were not involved with the research, had the job of
recruiting the subjects and doing the consents and
doing the reviews and observing all the research
maneuvers and procedures and functioning |ike a DSW
and deci di ng when they should be in or out and
basi cally stay on the back of the investigator

literally continuously.
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That may make absolutely no difference with

respect to the way that the investigator sees his or

her noral relationship to the patients or subjects. It
is entirely possible. It is an enpirical question
agai n.

But | wll bet you that if we nove to a system
li ke that, 30 years from now, sonebody like Eric
Cassell will be sitting at a table or perhaps sinply
comuni cating through the ozone through our brain top -
- brain inserted conputers to each other at the next
Conmmi ssi on that sonething bad happened recently. And
the reason is that we noved to this system where these
guys are constantly being tailed by people, who have
taken the noral responsibility for their relationship
with their patients or subjects fromtheir shoul ders.

Now wi | | that person be right or not? | do
not know and we are playi ng what |saac Asinov called
"The Future H story," a kind of parlor gane.

Again, | think it is a psychol ogi cal question.

| amnot really prepared to do anything but specul ate

about it.

DR CASSELL: But you were not arguing agai nst
t he education of investigators |ike Harold suggests?
You are not suggesting that that m ght dimnish their

know edge of ethics and so forth, are you?
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DR MORENO Well, | think it certainly
enhances and contributes to their know edge of the
hi story of research ethics, of philosophical issues, of
the rules and so forth.

How it actually influences their conduct, | do
not think anybody knows. It is very hard to neasure
t he outcones of ethics training in the professions.

PROFESSOR CAPON: It has not been done nuch,
right?

DR MORENO It has not been done and | am not
sure we are very good at knowi ng howto do it.

PROFESSOR CHARO  Arturo?

DR MESLIN  Harol d?

PROFESSOR CHARO Ch, | amsorry, Harold. You
wanted to nmake a comment ?

DR VANDERPOCL: Yes. Just one coment. |
think that | amvery wary, though a historian, of ever
predicting what the future will be. | think it is
basically a set of surprises.

But | think one can construct just the
opposite argunment historically built on Eric Cassell's
I nteresting survey of the degree to which clinicians
have been regi nented t hrough nmanaged care.

W coul d face a backl ash against, that in the

com ng years, and the orientation could be, please get
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of f of our backs. W will do what is necessary to
deserve your getting off of our backs but get off of
our backs.

And so | would hate for researchers to be, --
first of all, you regi mate nedi ci ne through nmanaged
care and then you reginent research nedicine through a
whol e set of surveillance nechanisns. | nean, | would
tread carefully on that if there are other ways to do
it.

PROFESSOR CHARO  Arturo?

DR BRITO This has to do with -- actually it
kind of conmes full circle here because this has to do
wth Steven's concerns earlier in a conversation, and
sonet hi ng you nentioned, Jonathan -- | think it was
you -- during your talk about the therapeutic
m sconception fromthe investigator side. And Jeffrey
Kahn nmade nention of that yesterday.

As far as | amaware, there is -- there are no
psychol ogi cal studi es of physicians, who are al so
I nvestigators at sone point in tinme, of how they
contribute to that therapeutic m sconception, and |
think it is an interesting point and sonethi ng that
needs to be | ooked at. Not necessarily regul ated but
j ust sonething that needs to be | ooked at and sone

education for the physicians thenselves in that area.
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I, nyself, have found nyself in that position
at tinmes.

| wanted to go back to the process, Dr.
Vander pool , about the -- that you have tal ked about and
witten about the process of informed consent, and that
I's sonething that | have -- | have thought about for
quite a bit and read a bit that Appel baum and ot hers
have witten about that, and nore from a | ongitudi nal
poi nt of view

How does one go about assuring, in a
regul atory fashion, that that process is adhered to
when we know that, at the onset people get a docunent,
a witten docunent, and it is very hard to absorb al
that information and understand it regardl ess of your
educational |evel or your point of vulnerability?

How does one regul ate, or not regul ate, but
how does one nake suggestions for regulations that do
that? | just got the appendi x now but | do not think
it is in there. Any suggestions of over a |onger
period of tinme, you know? Do you have any suggesti ons
in that?

DR VANDERPOOL: Well, ny belief is that, if
one revi ses the Federal Regul ati ons where the basic
requi renments of consent are no |onger informational

items on a consent form that you al ready have gotten
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sonewher e.

If what you | ook at, day after day, is the
three itens -- basic elenents of infornmed consent, are
vol untari sm conprehension and information -- the IRB
IS going to spend sone tinme on voluntarism
conprehension and information. And that to ne is the
process of consent.

Now whet her that will ever get back to the
research subjects, it is still there, day after day.

It is what they are supposed to be doing as they review
protocols and as they structure protocols.

So what | amsaying is, try to insert
institutionally the kind of conceptual apparatus and
t he | anguage that goes with it that nmake it a process.

See right now we preach about Bel nont, and we
preach about process, but when you | ook at the Federal
Regul ati ons, the Federal Regul ations have a prinmarily
rule orientation towards consent forns. And, by golly,
nost | RBs, the ones | have concern about, have gotten
the nmessage. Let's refine the consent forns, let's
make sure they say the right things, and you spend a
| ot of your time just making sure that consent formis
right.

And so it seens to ne that just very basic

things can restructure the way you | ook at consent and
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if the three elenents, as | say, are voluntarism
conpr ehensi on and under st andi ng, and you are pretty
cl ear about what this is, then you are going to be
asking in your commttee neetings, do we think these
people are really in a situation to vol unteer

Do we think they conprehend what is going on?

Do you think there is a test we need to have the
researcher do, in order to see if conprehension is
occurring?

And then what is on the consent formin terns
of conprehension, and do we give themtine and what all
to do that conprehension?

That is nmy point. | amnot for preaching
anynore. | amfor plow ng sonething into the
regul ations that nake it into a process ipso facto as
it is being anal yzed.

PROFESSOR CHARO. Eric Meslin?

DR MESLIN First, just a point of commentary
on sonet hing Jonathan had said. | want to give hima
chance to either confirmthat this is what he neant,
because he was referring to NBAC, and then naybe ask a
guestion of the panel.

Jonat han, in one of your overheads you
I ncl uded NBAC s Capacity Report as part of the

hi storical |egacy of sonme of these issues. Because
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t here has been nmuch di scussi on about the inpact of that
report, as being one that is proposing a significant

I ncrease in the types of protections for a particul ar
popul ation, | would be interested to know whet her you
were inplying that that is the exclusive | egacy of
NBAC s four reports, or you are only including the
Capacity Report as an exanple of that version of
protectionism Because clearly sone have argued, even
inthe literature to which letters have been witten in
response, that NBAC s HBM report goes the other way and
offers too little protection in the way of consent and
such.

So | amjust giving you an opportunity to
either clarify that point because then it will allow ne
to ask David anot her question.

DR MORENO It was only with respect to that
report and, indeed, only with respect, as | say in the
paper, to the recommendati on concerni ng i ndependent
capacity assessnent for nonbeneficial higher risk
st udi es.

DR MESLIN. So the good news is for
Conmmi ssi oners, as we are watching how our reports are
being interpreted out there, | do not -- | would not
want the public or Conmm ssioners to assune that there

is a linear progression that NBAC sinply is witing
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reports about protection.

DR MORENO Not yet anyway.

DR MESLIN.  Not yet.

PROFESSOR CAPON:. W are all over the map.

DR MESLIN:  Yes.

(Laughter.)

DR MESLIN. So here is -- ny question really
Is focused to David but could go to all three. And it
is if you could imagine -- although it is not in your
paper, but could you inmagi ne what the strongest
possi bl e case woul d be, philosophically strongest case
woul d be, for inclusion of individuals in research?

What might that ook like? | nean, it foll ows
up on sonething Bernie asked really at the outset, and
you touch on it in various places, and | am not asking
for a dissertation. | nean, it is 20 mnutes after
11: 00 and we have ot her questions to go but --

DR MAGNUS: Well, | think it is a conbination
of the perceived good of the research conbined with the
l'ibertarian argunent. | nean, we allow people to
engage in risky behaviors for bad reasons, given that
this is a socially desirable end, allowi ng people to
genui nely, in an informed voluntary manner, engage in
research. That seens to nme to be difficult to see why

-- what there could be to stand in the way of accepting
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t hat .

PROFESSOR CHARO: Others? Marjorie?

DR SPEERS: | have a question that | would
li ke the three of you to address.

When we undertook this project, this oversight
project, we began by asking sone very basic questions.

One of those questions was, what is the purpose of a
federal oversight system and the purpose of federal
regul ati on.

As a result of asking that question anong
oursel ves, we asked the three of you to wite your
papers on the various positions.

Havi ng heard your papers today and thinking
about this topic, and knowi ng now that the Comm ssion
needs to nove forward and nake recommendations, it
makes -- it causes ne to raise the question of what is
t he purpose, what ought the purpose of a federal
oversi ght systemshould be. And can it be a multiple
purpose? Can it have nultiple purposes? That is, to
enhance research, or pronote research to protect
i ndi vidual s who participate in research, and to
pronul gate ethical principles, or try to nake us nore
et hi cal perhaps than in our research endeavors.

My question is, can we -- could we have a

system an oversight systemand regul ation that can
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neet those three purposes?

DR MORENG  Yes.

(Laughter.)

DR VANDERPOOL: Yes. | think we can and I
t hi nk Bel nont does a pretty good job of it. It is not
a perfect job but a pretty good job of it. Bel nont
does not promulgate ethical principles just to be
promul gating ethical principles. Belnont is doing the
ethics of research in order to protect subjects and
protect research. | think that is what it is there
for. It just uses ethics as a tool. For those two
purposes, and it seens to ne those two purposes say
that we need to both pronote research, protect research
and we need to protect human subj ects.

So it is not an easy chall enge that you al
have to find that bal ance, an effective bal ance. |
woul d like to see the protections increased but the
research enterprise preserved. But | do think there is
a lot of research that probably is superfluous, in
terns of dangers, and perhaps these people have a | oss
of confidentiality and so on.

So | think the research purpose -- the
research enterprise will need to be nodified at a
certain point and expanded at ot her points but the

research enterprise itself will continue but I think we
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need themboth. | think we need themboth and | do not
think we should see ethics in the spirit of Chal ners

| ast comments. W should see ethics as sonething
superfluous to both these purposes, the pronotion of
research and the protection of human subj ects.

PROFESSOR CHARO:  Jonat han Moreno?

DR MORENO | will expand on that at the risk
of sounding facetious. | think it is in the underlying
thene that you identify, that unites those el enents as
the public's trust in the research enterprise, and
since the New Deal anyway, federal regulation has been
regarded by the general public as a way of ensuring
that, nore or less, public institutions are operating
according to sone standards of integrity.

Those regul ati ons were not often -- in fact,
were not usually the result of sonme incident that was
directly relevant to them Thalidom de gave rise to
new authority for the FDA that it had before
thali domde. Prison research scandals were not the
reason that prison research has been so contained. But
there were political and sociol ogical factors that
seened to inpel the need for regul ati on.

So it seens to ne that that is the underlying
notivation, and now the question is, in 2000, what kind

of systemw |l insure the public's trust. That is what
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is really going to drive, | think, what conmes out of
this era nore than any specific incident. It is the
way that that incident is processed in the public mnd,
and the response that governnent regards as necessary
to allay public anxiety. That is what is going to
drive this.

PROFESSOR CHARO W have approxi mately
between 10 and 15 mnutes left for discussion, and the
people | have left on ny list are nyself, David Cox,
Bill O daker, Alex Capron. Are there other people who
would like to get on the list, the infanous list?

DR VANDERPOOL: Could I make one quick
footnote to Jonat han's comment about the public trust?

PROFESSOR CHARO:  Sure.

DR VANDERPOOL: To ne the | oom ng probl em
will be the degree to which industry becones invol ved,
and co-opts nmany things in the research enterpri se,

I ncluding the privacy of research data. And that is
just a huge problemand I think we are | ooking at new
anti-industry -- and we may end up returning to the

' 60s when peopl e said, you know, "Power to the people.”

But, | nean, we see al ready against the
Organi zation of Anerican States and the Wrld Trade
Organi zati ons, we see the anti-industry approach.

Vell, industry is getting the reins of research in an
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unpr ecedent ed way, and one of your real challenges is
to say, how do you keep the public's trust in research
when industry is doing nore and nore of it and keeping
the results to thensel ves?

PROFESSOR CHARO So it would be fair to say
that there is another goal here, which is to nmake sure
that the | anb can sl eep regardl ess of whether it would
get eaten?

DR MAGNUS: Can | --

PROFESSOR CHARQO Yes, Dr. Magnus?

DR VANDERPOOL: It is your netaphor and I
| ove it.

DR MAGNUS: Two things. One, again | just
want to reiterate the point that one of the probl ens
that could erode public trust, is the fact that the
publ i c does not understand the nature of research. And
if they do not understand the nature of the research,

t hey do not understand why people are hurt or die.

| nmean, if the public thinks that nost --
initial research where nost of the nost inportant facts
are able to be done for safety before you ever get to
human subjects, that is going to be a real problemin
ternms of public relations, if you wll, when you have -
- when people are hurt during the course of Phase |

resear ch
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The second thing I want to say, though, is
about the general issue about regulation and a sort of
caveat about the ability to be able to construct
regul ations that are going to be able to achieve all of
the goals that you laid out.

It seens to ne it is sort of history and sone
of the history that Jonathan was tal ki ng about earlier.

The regul ations that we have got now are a | egacy of a
hi storical context that was devel oped in response to
certain kinds of scandals and they do a pretty good job
of stopping those sorts of things from happeni ng again.

W have got a systemreally that does a great
j ob of making sure Tuskegee does not happen again. But
It 1s not clear that the concepts of that, and the
basic framework that we utilize, it seens to ne, is
going to be adequate for noving forward. But it is
really hard, once you have got a franework in place, to
do nore than just tinker with what you have al ready
got .

A sort of analogy would be the typewiter.
The QAERTY system the standard typewiter, was
designed to be not an optimal keyboard, but a keyboard
that was optimal in the early 20th Century when, if you
typed too fast, the keys got stuck. So they designed

somet hing that would go fairly fast but not too fast.
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Well, we have been stuck with it ever since,
even though we now could -- now we do not have to have
t hat problem and we coul d have nuch, nuch nore opti nal
keyboar ds.

So | worry that we are just going to be
tinkering wwth something that is really designed with
probl ens that are outdated.

PROFESSOR CHARO  Davi d Cox?

DR COX: First of all, I found this pane
incredibly instructive and to the point, so | would
like to thank all three of you. It has really hel ped
focus ne.

Specifically on this point that, ironically,
ethics are not part of the regs. | wll just reflect
In nmy experience as a bionedical researcher that, when
| speak with nost of ny coll eagues that is, the
fundanental problem is that they do not actually see
that the regs have anything to do with ethics. And
that they do not understand how ethics is involved with
research

So all three of you have said that and | woul d
just like to put on the record that that is a
fundanental thing that we have to deal with or el se
that we are not going to either advance research or

prot ect human subj ects.
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Now ny question, though, is to David because
It was the nost troubling thing to ne, and it squares
with the reality that | have experienced.

You can say the right things and you have all
the things in the informed consent, but it is the wnk
and the nod that basically causes the problem

If we sinply focus on saying the right
things, and even if we focus on the process, it wll
not deal with the wink and the nod issue.

So how can we even begin to deal wth that at
a practical level? Not on a philosophical |evel but at
an inplenentation | evel, because this is the part that
worries nme the nost.

DR MAGNUS: Well, there are obviously several
different things that can be done rangi ng from not
doi ng certain kinds of research, and the way that we do
on those subjects who are vulnerable to al so
guaranteeing nore quality assurance for those patients
rangi ng frommaki ng sure that it is not the
I nvestigators doing the informed consent process.

Sone institutions, when they are doing
research on HV patients, to avoid these kinds of
probl ens, they have people who are not the clinicians
t hensel ves doing the inforned consent process to make

sure that they do not have those kinds of problens.
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You could al so tape the inforned consent
process. | nean, it was really illum nating when ny
col | eagues at Penn were taping informed consent
processes, and doi ng anal ysis, and doi ng codi ng schenes
of them which were not very hard to do, to see the
sorts of things that were said both -- and you could
detect the wnk and the nod in the course of taping
t hose t hings.

| nean, if we did sonething |like that where it
was commonly -- where these were commonly taped and
maybe randomy just exam ned -- not necessarily for an
oversi ght or policing purposes but just from an
i nformati onal point of view, where sonebody coul d say,
| ook, here is where you m ght have m sconveyed
t herapeutic value of this to the patient right here,
that m ght be hel pful

DR COX: So just to reflect back, because
think Steve Holtzman has really, you know, said in a
very nice way nunerous tinmes, he remnds us of the
ri chness and the texture -- textural conplexity of what
we are doing.

So what you are saying is that we have to al so
keep that in mnd, and so have a textured | evel of
regul ation. But your primary basis for the texturing

is the vulnerability of the popul ati on.
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DR MAGNUS: Right.

DR MORENO Can | also junp into this, David,
just to respond to your observation, which I think is
right, as Harold points out that our physician -- our
i nvestigator coll eagues do not perceive the ethics in
t he regs.

It is worth asking oursel ves how hunman
subj ects research, and the activities of researchers,
acquire noral integrity in the eyes of the public and
In the eyes of the profession before the regul ations.
And it is striking but | think that the nost inportant
way that happened was that in very novel, cutting edge,
controversial -- potentially controversial research,
peopl e sel f-experinented, and that was w dely
publicized by the profession

DR COX: I ndeed.

DR MORENG And | nean we have Wl ter Reed
that inspired -- an exanple that inspired several
generations of later researchers to do the sane thing.

Even, as for exanple, in the first polio vaccine
trials in the early '30s when it nade no difference
because it would not affect themat all, the two
I nvestigators publicized the fact that they inocul ated
t hensel ves.

DR COX. Right.
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DR MORENO And this gave peopl e confidence
that this was okay prior to an era of regulation

Now, of course, auto-experinmentation is
frowned on today. Oten it is sinply irrelevant. Even
nore irrel evant perhaps than vaccine research. But it
I's sonething that | have sonetines thought about. What
I f we encouraged col | eagues to engage in self-
experinmentation again rather than frowning on it the
way | RBs do? Wat would that say to the public about
the deep commtnent that investigators had to their
wor k?

DR VANDERPOCOL: | think Dr. Cox is exactly
ri ght about the wink and the nod part of it.

A real challenge we have, and | think this is
primarily due to the final report of the Advisory
Conm ttee on Human Radi ati on Experinents, that floored
nme at first, and that is, how trust between researcher
and subject is a problem is a real problem

And | think the question would be, if you
really do have sone good training about the
di stinctions between clinic practice and research, the
doctor-patient relationship and the researcher-subject
rel ati onship, you are probably going to need to really
-- you wll have to spend sonme tinme on that trust and

what all you can do to underm ne informed consent, both
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facially, both by body | anguage and by words.

And unless that is done, unless you really do
-- unless we think much nore seriously about those
di stinctions, there are going to be sone connecti ons,
too, but sone distinctions. Physicians and physici ans-
In-training have to think. You know, well, wait, |
have nade a mstake if | do this with ny subject.

Until you get to that level of sensitivity, it
Is going to continue. The wink and the nods are going
to continue and then the consent form-- it will not
matter whether it is five pages |ong, two pages |ong or
what is onit, it is going to get signed.

PROFESSOCR CHARO  Bill d daker?

MR OLDAKER: Let nme ask a question, if |
m ght, that deals with -- enmanates out of what David
said about Phase | clinical trials having al nost no
hope of having any productive outcones but sone risk.

But [ ooking -- and | guess that is sonething
that is necessary. Is that right? Wuld you say that
IS a necessary part of research?

DR MAGNUS: Yes, under normal circunstances.

MR, OLDAKER: Let ne ask a broader question.
To deal with that and nake sure that people are
i nformed, how do you create a regul atory franmework that

will informpeople of that, because | guess that is
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what informed consent is supposed to do, without
causing the ability of research to go forward or
W t hout negating the ability of research to go forward?

DR MAGNUS: Well, | nean, sone of the things
that we have already tal ked about are ways of
guar anteei ng that we have a better process. | think
maki ng sure that researchers do a better job of keeping
in mnd that they are conveying, in very clear terns,
that their patients are subjects, not that -- sorry,
that those are subjects enrolled in trials, they are
not patients, and that that needs to be conveyed very
clearly.

| think there are framng issues that are
I nportant and that we need to do a better job of
educating researchers of those sorts of things. |IRBs
m ght be able to play a role in that.

There al so mi ght be ways, as | suggested, that
for, at least sone trials, that you coul d conbi ne Phase
| and Phase Il so that you could have a nore plausible
claimto at |east sone therapeutic value in at |east
sonme cases for the individual. You mght be starting
off at very | ow dosages, but for that individual, raise
t he dosages so that you can nake a nore plausible claim
that there is going to be sone therapeutic val ue.

Agai n the biggest problemis for the first
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patients. | nean, you cannot do research at all if you
do not have those first few patients, and it is for the
first patients that the problemis nost acute because
for themespecially there is really no therapeutic

val ue.

DR MORENO You could al so prohibit the
therapist from-- that is to say the primary care
doctor from doing research on his or her own patients,
and as in sone European countries, | gather, separate
those roles so you woul d have a conti nui ng advocate for
the therapeutic side for the patient and a very nuch
nore expensive systemthat | do not think we are going
to see tonorrow but that is another option.

MR. OLDAKER: Thank you.

DR VANDERPOCL: The other comment | need to
add to this is that | hope this hel ps you rethink what
t he vul nerabl e popul ati ons should be. W tend to think
of ethnic mnorities and the poor. The nost
vul nerabl e, in many research settings, are those who
are desperately sick and this is a major popul ation,
vul ner abl e popul ation, for your commttee to think
about .

PROFESSOR CHARO | would |like to take
advant age of an opportunity to ask a question of nmy own

if I may, and it is something that is pertinent to the
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International Report as well as the Donestic Report.

The Bel nont Report and the International Codes
consistently treat nedical -- participation in nedical
research as fundanentally different than participation
in other physically risky or psychologically risky
activities, so that there is a denmand that there be a
scientific justification and risk mnimzation, and
often a concrete benefit anticipated in the future to
soci ety as a whol e, before one can even offer to
I ndi vidual s the opportunity to agree to participate,
often in exchange for filthy lucre as it was called
yest er day.

In the International Report, this has actually
conme to be quite relevant in our discussions about the
point at which it is appropriate to say that people
can, in fact, be invited to enroll, regardl ess of
whet her there will be any nedical benefit by virtue of
participation in the study, or any realistic
expectation that interventions are products that are
successful ly devel oped woul d eventual | y appear in that
popul ati on or for those research subjects.

| understand the history here and the
political history here, but at this nonent in tinme, do
you think that a case can be nade and, if so, how woul d

it be nade that participation in human subjects
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research is different than volunteering for pay to be a

stunt man in Hollywod, or a stunt wonman, | suppose --
| have to be consistent with yesterday, right -- stunt
person, there we go -- or any other kind of activity

that we recogni ze as bei ng dangerous, and often with
very little significant public benefit, although great
public entertainnment in that case.

DR VANDERPOOL: Alta, that is a tough

guestion. | mean, there are offers you cannot refuse.
You and | can refuse -- | think you can, I amnot sure
about nme -- a $10 bill. But you give a $10 bill to

soneone in CGuatemal a and they are going to take the
stunt option. And | think those can be very
coercive, those kinds of things so that is ny biggest
concern about research in other settings.

Oten tines the patients do not end up getting

the pay anyway. It is going to be the village chief and

SO on.
So the OPRR, as you know, has the standard

that you have to do -- use equivalent standards in the

field that you use in the United States. Now there is

sone di scussi on about what those equival ent standards
are.
PROFESSOR CHARO  But, Harold, | amsorry but

if | can be -- if | can clarify ny point.
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DR VANDERPOOL: Ckay.

PROFESSOR CHARO | want to focus on a point
that is prior to the nonment at which we begin to feel
like it is a Godfather offer, where sonebody could, in
fact, refuse and choose to earn noney another way, but
they are being offered this opportunity to earn noney.

The current approach in this area is to say,
that that offer cannot be nmade for one dollar or fifty
cents until there has been a prior reviewthat has
m nim zed the risks, and that has determ ned that there
IS sone gross societal benefit or scientific benefit
that justifies making the offer at all.

So we do not treat it like an ordinary offer
of enploynent, and ny question really is in a
noncoercive setting, is there a reason why we shoul d
continue to treat this in a singular manner?

DR MORENO | think the question, Alta, goes
to the question why do we sequester nedical activities
fromthe usual noral hazards of other forns of human
commerce? And | think the answer is that -- whether it
is realistic or not -- we like to put nedical -- the
prof essi on and nedical activities in a different noral
category. W like to think of it as having an
integrity that is -- needs to be preserved agai nst the

day that you and I will need to rely on our -- in our
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| ast days and nonments on a representative of that
fraternity.

| think that is why we do things that way and
| think otherwi se we cannot justify it.

W conclude that there is a difference in
quality between the val ues of the nedical profession,
and the values of other human pursuits, and in spite of
t he short-term consequences, which can be bal eful for
many people, of holding nmedicine to a different
standard, we think that in the long run, it is better
for everyone that it be so.

PROFESSOR CHARO: O her -- David?

DR MAGNUS: | would just like to agree with
that conpletely. | mght just also add that in
addition to the sort of professional comunity of
medi ci ne, which gives rise to a sort of special ethic
that is at stake here, it is also inportant to renenber
that nmedicine is dealing wwth the care of the body, and
there is also a tradition of thinking of the
speci al ness of the body in a certain way. And even
outside the realmof the nedical, it is one of the
reasons why, you know, the things that | nmake | can own
and | can sell and | can do certain things to, but |
cannot for ny body. That is true both within the

nmedi cal real mbut also legally, you know, I do not have
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any property interest in ny body parts.

So -- | cannot own -- | do not own ny body.
That is --

PROFESSOR CHARO. Just on the record as -- on
the record froma |awering point, let's just say that
the law is horrendously unclear on this point, and
quite varying fromstate-to-state

Harol d, did you want to add anythi ng before |
turn to the [ ast question?

Alex, you will have the |last word before we
nove on.

PROFESSOR CAPRON: | have a question for David
Magnus but | wanted to note that, while | agree with
this |l ast exchange that nedicine nakes research -- even
nonnedi cal research seemspecial, | think if we were
sitting here with people with deep experience in
securities transactions and | abor | aw and enpl oynent
practices, they would tell us that there are endl ess
restrictions on free exchange of activities and noney
for all sorts of things.

And the picture that you painted, Ata, of
this being so different, | think they would sinply take
strong exception to.

The question | had for David was in response

to a question fromEric Meslin, who asked you to
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sunmmari ze your reasons why research is justified. You
did not repeat sonething which you had -- | understood
you to have said when you were presenting your paper
which was this notion of a social obligation that
peopl e have, if they avail thensel ves of nodern
medi cine, which is built on the prior efforts not only
of scientists, but of prior subjects.

DR MAGNUS: Right.

PROFESSOR CAPRON:. And | wanted to know if you
I ncluded that and, if you did, given other points in
your paper where you turn to Hans Jonas' work and his
witings on the subject, | recall Jonas as arguing
agai nst that view

DR MAGNUS: That is correct.

PROFESSOR CAPRON:  And very strongly.

DR MAGNUS: That is correct.

PROFESSOR CAPRON:  You do not entail that.
There was a vi gorous debate between D ck McCorm ck and
Paul Ransey around the use of children in research, and
part of the argunent entailed there, too, was whether
parents m ght reasonably consent on the basis that a
child | ooking at what his life was, including his life
as a subject, would say, "You did the right thing
because | was fulfilling ny obligation to society."”

And again, too, that was very controversial.
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DR MAGNUS: Right. Gven the tine
limtations, | did not take tinme to go through the
different versions of the social contract argunent, but
that is right. There is, at |east, one version of the
soci al contract argunent that | think Jonas very
per suasi vel y argues against and that is laid out in ny
paper .

The sort of fair play argunent, | think, is
anot her justification for doing research. It is not
just -- that -- | did not nention that because that is
not -- that is even nore than just a justification for
research. That is in sonme sense, | think, a pretty
good argunent for suggesting that, under certain
circunstances, there is at least a prima facia
obligation to engage in research under certain
ci rcunst ances.

PROFESSOR CAPRON: And you accept that?

DR MAGNUS: | do accept that.

PROFESSOR CAPRON:  Thank you

RECOVVENDATI ONS - PURPOSE AND STRUCTURE

PROFESSOR CHARO W are going to nove on to
t he next session but | would like to invite those
panelists that can to please renmain and participate, as
seens appropriate, as we try to segue fromthe purposes

of research to the structures that m ght acconplish
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t hose pur poses.

So the conversation is certainly going to be
one that integrates those two sets of concerns.

| would also like to nention that, as you can
see, | ama squirnmer up here, and | have al ready gotten
one request for stretch tine.

Since we nust end pronptly at 12:30, | am
goi ng to suggest we continue the conversation but we be
quite tolerant of one another getting up and stretching
and wal ki ng, and listening while they are wal king so
that we can nake sure that our |inbs do not becone
frozen permanently in place.

Marjorie, would you like to say a coupl e of
words to start us off on the structures, their
alternatives, and maybe get peopl e thinking of how they
tie into the purposes they nost want to acconplish?

DR SPEERS: Yes. ay.

W are going to switch gears sonewhat here,
from our previous discussion where what we have been
heari ng about and di scussi ng has been the purpose of
regul ati ons, and based on that purpose then one would
wite a set of regulations and concentrate on the
subst ance of those regul ations.

What we want to discuss nowis the structure,

the federal regulatory structure, and this takes us
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back to several neetings ago, where we have been

di scussing the current regulatory structure in

terns of

the Common Rule, sone of the issues intrying to

I mpl emrent the Common Rule, and -- the roles of

t he

various federal agencies in our current regulatory

structure.

At | east one neeting ago if not two neetings

ago, we shared with you a wheel, a red and bl ue and

bl ack wheel, that graphically displayed the current

regul atory structure. You should have in your
of material that chart. So | think it will be

if you can refer to that chart.

packet s

hel pf ul

W have blown up that chart as well as others

for our discussion today and they are posted in the

back of the roomso that others can foll ow al ong.

Let nme wal k you through these charts.

What

am not doing is going over the background material and

| amnot doing that in the interest of tine.

In your packet, what we have done is we have -

- as | said -- provided you with the sanme chart, the

same wheel that we | ooked at a neeting or two ago, that

descri bes our current regulatory system

The second chart in your packet is the sane

current federal regulatory system m nus the additional

rul es and regul ations that the various federal

agenci es
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have. And for those in the audience that chart is not
in the back of the roomfor you. It was not posted.

W just gave you this one to take out the
superfluous information and to | eave you with the
current regulatory structure under the Common Rul e.

The next three charts that are in the back of
the room descri be the types of changes that coul d be
made to the current system and those changes are based
on three key decisions that you need to di scuss and
deci de where you want to go.

One of those decisions is -- one basic
decision is whether the admnistration of the oversight
system -- whether that should be a centralized function
or a decentralized function.

Anot her basic decision is, whether the system
shoul d be extended beyond its current scope, and we can
tal k about scope in ternms of extending federal
regul ation to other federal agencies that conduct
research, who are now not part of the Common Rule, or
even extending it beyond to include the private sector.

And the third basic decision is whether the
regul atory structure should be uniformacross all
agenci es and departnents that are part of the Common
Rule. This specifically addresses the issue of whether

the protections, additional protections for vul nerable
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popul ati ons shoul d be common across all agencies as it
Is currently not.

So the possi bl e changes that we have given in
change nunber one in this nodel -- the current subparts
woul d becone uni form across all agencies. And what
that would entail would be altering the Conmon Rul e so
that the Conmmon Rul e now becones subparts A, B, C and
D, and then each of the federal agencies who are
signatories to the Common Rul e woul d have to codify
regul ati ons of the federal policy.

The second change is one that woul d occur only
within the Departnent of Health and Hurman Servi ces, and
that is sinply to bring the FDA regul ati ons and the HHS
regul ati ons together under one uniform set of
regul ati ons.

And then the third possible change is
expandi ng authority to all human research and doi ng
that through a single set of regul ations coordinated
froma central office.

There are many possi bl e changes. W have only
given you three of themto try to nake the points and
to begin di scussion.

Various pernutations of these are certainly
possi bl e but they certainly -- what they do lay out for

you, is nmoving from perhaps what | will call nodest
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change, in terns of sinply putting FDA regul ati ons and
HHS regul ati ons toget her which could be done, for
exanple, by a directive fromthe Secretary of HHS, to a
nore extensive change that woul d require an executive
order by the President to request, or require, all of
the current signatories of the Common Rule to adopt the
subparts, to a nmajor change that would require
congressional authority to create a new regul atory
structure involving one set of regulations that expands
perhaps all of the Federal Governnent and coul d
potentially include the private sector.

PROFESSOR CHARO  Thank you very nuch.

Wul d anybody |ike to get us started
contenpl ati ng which of these seens to acconplish which
pur poses and best?

Bill O daker and Bernie Lo, first of all?

MR. OLDAKER: Go ahead, Berni e.

DR LO Well, Marjorie, | want to thank you.

| always | ove seeing color charts. It really sort of
wakes me up and nmekes ne focus, and this is really
hel pf ul .

It seens to ne you are posing a couple of
guestions which are interrel ated but separable.

One is who should fall under federal

regul ati ons concerni ng human research, and do we extend
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-- the issue we face is, do we extend it to projects
that are not now under the Common Rul e?

A second question which | think we have not

really dealt with is, what should those regul ati ons be?

| nean, the way we have it here, we are sort of
starting with the current Common Rul e and the other
subparts to 45 CFR 46, but there is also the
possibility that, maybe, that is the wong approach to
take. Although it has served us well for these nany
years, maybe we need a fresh approach.

A third gquestion which you posed was, who
shoul d sort of oversee, coordinate, enforce, whatever
the verb is?

And it strikes ne that there is a big
overriding question here, which is do we becone very
practical and say let's be realistic and figure out
what is nost likely to happen and go for that?

O do we say that this is an opportunity to
really take two giant steps back and say, what would a
nore ideal systembe and leave it to others to sort out
the pragmatics of whether any of this feasible?

I mean, | amreally torn personally between
not wanting to reconmend sonet hi ng peopl e woul d j ust
| ook at and say, "Ch, that is nice. These guys are a

bunch of dreaners. They are in San Francisco on the
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two sunny days in June." You know, obviously this is
just --

PROFESSOR CHARO It is sunny?

DR LO It is sunny outside.

(Laughter.)

DR COX: It is foggy.

DR LO It is foggy.

DR COX: It is not nice outside.

DR LO O are we going to say, you know,
what is really needed here -- it is kind of a
reorientation, a wake up call, sort of a fresh way of
| ooking at it, that just tinkering with regulations in
an increnental way, is not going to address sone of the
I ssues that the panel posed, nanely there is no ethics
in the regulations or the -- you know, it is just -- it
I's msguided in sonme way.

| feel that we need to think about where we
are headed, what our big goal is before we can really
start addressing the three very substantive issues you
are proposing.

DR SPEERS. Do you want ne to respond or --

PROFESSOR CHARO If you feel the need to
respond, sure. O course. Marjorie, do you want to?

DR SPEERS. Yes. Two responses. One is that

one can proceed by | ooking, perhaps at structural



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

156

i ssues as we are doing now, and then deal with sone of
t he substantive issues. That does not necessarily
feel as confortable as if we had started with sone of

t he substantive issues and then cone back and | ooked at
structure.

However, one of the reasons for deciding to
nmove in this fashion, in addition to |ogistical issues
of when papers were avail abl e and when we coul d di scuss
certain things, is that even playing out various
scenari os of what substance m ght be, the various
options for structure seemto be the sane under vari ous
scenari os for substance.

| think we end up at the sanme place so that is
poi nt nunber one.

Second, | think that the Conmm ssion can do two
things and needs to do both in a sense. This is an
opportunity for this group -- for this body to think
very broadly and strategically and to nake
recommendati ons of what the system ought to be, what an
| deal system woul d be, to address sone of the issues
that we are hearing fromthe researchers and | RB
community that sweeping change is needed, that tweaking
I's not going to be enough. This is an opportunity to
make those kinds of statenents.

At the sane tine | think that there could be
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recomrendations that would say this is the ideal. |If
you cannot do the ideal, here are sone other things
that could be done. So that, for exanple, even with

t he options that have been given here, it does not have
to be pick only one, but it could be, here is the first
tier and here is the second tier.

PROFESSOR CHARO  Bil | ?

MR OLDAKER. At the risk of, seemng to, |
guess, speak at speed or decibel, at least in theory,
nore than we are at this tine, it seens to ne we want
to be sonewhat radical. W want to do sonething that
wi || have an inpact for change and actually have sone
| asting events.

Now ny problem-- Bernie laid it out at the
end -- ny problemis, | do not think we have stated
basi cally what we view that we are trying to cure at
the current tinme. And | think we have to set that out.

There is a -- inny mnd, and | sit nore distantly
than the rest of you fromthese issues, but | think
there is an issue now with public perception, and with
credibility, with a type of research that if it is not
taken care of, could have a caustic effect on
bi omedi cal research. And | think it -- but we should
try and state that -- what the problemis we are trying

to deal with first and then attenpt to rectify that
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problemwith -- at least ny initial feeling is with
sone fairly dramati c recommendations. Not alternative
recommendat i ons because | know the body politic
general ly disregards alternative recomendati ons. But
recommendati ons that would stand out and set a mark
that we woul d hope people would try to neet, and that
woul d al so gain the appreciation of the general public
as a way to actually build their confidence in the
system

So, you know, | guess it is a two step process
innmy mnd. W cannot solve all problens, but we
shoul d identify what we think the problemis currently,
and then we should try and -- that is not an easy
process necessarily. And then we should ai mour
solution at that problem realizing that we may be
doi ng sone ot her things, instead of |ooking at kind of
a scattershot governnental issue and maybe that is part
of the problem too. | do not know but -- and trying
to solve all of the problens that the governnment nay
have in this area.

PROFESSOR CHARO  But if we understand you
correctly, Bill, one of the problens that you woul d
agree we have, is the problemof maintaining public
trust in the research enterprise? D d | understand you

correctly?
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MR OLDAKER: Correct.

PROFESSOR CHARO  (Ckay. Alex, and then David
Cox? Anybody el se?

DR CASSELL: | want to underline what Bil
just said. | have been sitting here listening to
testinony the | ast couple of days, and | amstill
trying to say what is the problemthat we are going
after. The fact that there is an uneven set of
regul ations, that is a problem W could bring people
under one set of regulations that are poor, and | do
not think that would be very hel pful.

So | would like, also, to hear much nore
clearly what do we think is the probl em

PROFESSOCR CHARO  Ckay. Al ex?

PROFESSOR CAPRON:  Well, this is very much in
line with what Bill and Eric just said. M sense is,
that the kinds of issues we have seen, Marjorie, cut
across both structure and the activities that are
carried out within that structure. And the criticism
fromthe Ofice of the Inspector General of the IRB
systemis, in part, a criticismof IRBs not having the
resources they need, being over worked, not necessarily
all being as well informed about the regulations. But
it is, in part, of course, a criticismof the assurance

nodel , which is the predom nant nodel fromthe Federal
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Gover nnment .

And | do not think it takes fully into
account, how that nodel does or does not achi eve goals
that are different than the conpliance nodel, nuch |ess
what we have been tal ki ng about of an accreditation
nodel .

It would seemto ne that responding there
m ght have sone inplications for the structure as well
because an accreditation system nakes a | ot nore sense
I f you are thinking of a single central office that has
the responsibility, than trying to design an
accreditation systemthat involves a lot of different -
- 20 or so different agencies, each with their own
responsibilities.

What are sone of the other concerns we have
seen? Well, the fact that the regul ati ons do not
enbody a very clear set of ethical precepts. Again, as
Eric just said, you could centralize wth bad
regul ati ons, or you could have good regul ati ons w t hout
centralization. Those do not necessarily go hand in
hand.

But | have the sense that one of the reasons
we have the problens with the regulations that we do is
this divided structure. Every tine, in our first two

maj or reports, that we thought about ways in which
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changes really ought to be nade to take into account
the nmentally disabled or human biol ogical materials, we
kept com ng up agai nst the Common Rul e probl em

That is to say, try to suggest how these can
be reinterpreted but do not -- please do not suggest
any changes in the regulations thenselves. O if you
do, think of it as a new subpart, that is totally
optional, and is not part of the central -- because you
wi Il never be able to get these baronies to agree.

There are tinmes when you need a nonarch and
this may be one of them

Now, obviously -- and you have that nice |ist
inthe little handout that we have -- the results to
avoid include rigidity, bureaucracy and
di sproportionate burden. There is sone risk, |
suppose, that a central office mght tend in that
direction, but it is also part of the experience of
peopl e that, having different departnents and agenci es,
i ncluding the differences between the FDA and the rest
of HHS, anounts to sone excessive burdens because you
have to adj ust what you are doi ng dependi ng upon which
regul atory structure you are having to deal wth.

The fourth thing that you said we should avoid
I s redundancy. Well, certainly having all these

departnents taking up different places in the Eederal
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Register, with their little curly Qs built into them

| eads to a good deal of redundancy.

So, | nean, | think that sone of the
weaknesses we have seen in the present system sone of
the problens with the quality of the regulations, and
particularly, the ability of the regulatory systemto
respond to new findings fromenpirical research about
what wor ks and does not work in inforned consent, to
new et hi cal thinking about what is inportant and how it
shoul d be bal anced. The paradigmshift that we have
heard about over the last 15 years -- it is not the
last time we are going to have a paradigmshift. This
is a pendulum and it will always be swinging, and in
response to those swings people will perceive new
probl ens.

| nean, | was trying to say the difference
bet ween the type one errors and the type two errors.
Well, you can substitute different errors in there and
It is always a matter of saying, how do we not get too
many of one but while we are trying to avoid the other.

A systemthat has central authority on its
face is nore able to adapt to those changes and adopt
change in | anguage as that becones necessary.

The final thing is, it does seemto ne that a

centralized office would be in a better position to
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mar shal the overall resources necessary for education
and outreach.

To the extent again that responsibility is
spread around, there is always the issue of, well, why
do I, Secretary of X, Y, Z want ny budget to have to
be, you know, boosted up by this and | have to defend
why | want noney for this. Wy isn't that other office
doing it? They do nore research than we do anyway.

Let themtake care of it.

And so | think that it is possible for us to
I dentify weaknesses with the present system and nost of
t hose weaknesses, it seens to nme, would be better
addressed by the nodel that we have tal ked about over
the | ast three years as a possibility, which | do
favor, of having a governnent-w de offi ce.

DR MESLIN: David?

DR COX: Yes. | agree. | really agree with

DR CASSELL: | do, too.

DR COX: -- what all the different speakers
have said that -- and | really agree with what Bil

said, which is figuring out what the problemis. So |
will say for nyself, you know, there is no single
probl em but we have to prioritize what we think is nost

important. So, for me, the biggest problemthat I
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would like to see solved, is this one of putting ethics
back into this issue because it is not in there right
NOW.

And | do that out of the desire to have both
the actual protection of the patients, and the pursuit
of the research both go on, and ny sincere belief is
that, if we do not put ethics back in, neither wll
happen and we will be in big tinme trouble.

So that is the logic of ny notivation here.
So given that, that then precludes any quick fix to
this problemor -- and it precludes anything but a
really sort of drastic shake up of the system

Now | am | eery of drastic shake ups of
anything and I would go to great |engths not to have
drastic shake ups but in this situation | do not see
very many ot her options.

DR SPEERS:. Thank you. This conversation is
actually very hel pful because it says a coupl e of
things to ne and to staff as we work on this. e is
that of those various options, at |east what | have
heard fromthree of you here, is that you are | eaning
towards a nore dramati c change rather than a tweaking
of the system and that is inportant for us as we
proceed al ong and need to do sone of the background

work. And | certainly agree we do not want to nove --
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we do not want to nmake drastic change and have bad
regul ati on.

So these two go together, these two issues of
the structure, and the purpose or substance of the
system and the regul ati ons, which is where these two
are noving along -- these two issues are noving al ong
t oget her and, hopefully, they will becone very clear to
you in the next few nonths.

And we will lay out very clearly what the
problemis, what we think the problemis because we
have -- you have heard testinony. W have sone in
background papers and then we have been hearing from
IRBs. You are going to hear fromIRBs -- fromtheir
perception of what sone of the problens are in July.

| would like to ask for the other three
Conmi ssioners at the table if | could just get a sense
of where you are on this issue of tweaking versus
dramati c change.

DR MESLIN. And as you are thinking, if
Rhet augh and Trish are still on the phone, and wish to
wei gh in, please |let us know.

Eric Cassell wanted to nake a comment.

DR CASSELL: Well, | do not think we should
tweak. | mean, we are hearing a lot of noise from-- a

| ot of conplaints about the way it is working from
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outside. W have a systemthat sort of cane into
being. W understand a |lot nore what it is supposed to
do. W are aware that ethics is sonehow dri bbl ed out
of it and I, nyself, believe that we have to nmake maj or
change and drastic is always -- doctors get nervous
with the word "drastic."

DR MESLIN  Mj or.

DR CASSELL: Major change. | like that.

And | also feel that, whatever we end up with
that a central regulatory agency is a better one nerely
out of matters of power, and that is an issue that we
have to consi der because an agency -- a set of
regul ati ons and an agency that has no power is in
difficulty and that is one of the current difficulties.

DR SPEERS: Thank you.

DR MESLIN. Bernie?

DR LO | like the idea of a major, not
necessarily drastic, change. | just want to nake sure
we get the mmjor change right, because the problemis
when you nake a nmaj or change, you can do a | ot of good
or you can do a lot of harm

So | woul d suggest that we | ook at the big
picture. | nmean, as | sort of think about what | hear
the problens are, one way to think about it is that we

do not really have any assurance that the individuals
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and organi zati ons who are responsi ble for protecting
human subjects actually do the job they are supposed to
do. Just as in every other branch of clinical
medi ci ne, we are | ooking for outcones, perfornmance and
things like that. W ought to hol d peopl e account abl e,
whi ch neans | RBs, OPRR and i ndividual investigators.

I think another thing we keep hearing about is
the -- how nuch of this really depends on what David
calls the wink and the nod, but it is that interaction
bet ween the physician-investigator and the subject,
which is so inportant in determning what the potenti al
subj ect thinks, and whether they are going to enroll or
not, which is totally different than the enphasis on
consent forns.

It seens to nme the inference | want to draw
fromthat is, that education about clinical research
has got to be part of your training as a clinical
researcher and you do not finish a fellowship w thout
doing that any nore than you finish your cardi ol ogy
fell owship without |earning howto do your angi ograns.

You do not get an NIH grant until you show that you
have understood research ethics the way you do not get
t he grant unless you know bi ostati sti cs.

So | think there are big picture issues that

we can deal with. | amnot prepared to say how you
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educate, who -- what kind of nodel you use but | just
think these notions of, holding | RBs accountabl e,
maki ng sure investigators really learn what we think --

what sonebody thinks they should I earn are the sorts of

things which | think would be fairly major. | nean,
this does not happen and, | nean, | -- the stuff that
Is on ny conputer, this is public -- | cannot say it is

public record but there are a ot of NIH training
grants and programgrants that are given out that do
not have in place anything nore than boilerplate as to
training of investigators in research ethics.

And everybody knows it, the study section
knows it, the PIs know it, the people whose nanes are
down to do the teaching knowit. And, you know, that
Is nore than a wink and a nod. That is sort of falling
asl eep at the wheel.

So, yes, | would go for major changes but to
not be so presunptuous to think that we know all the
little steps that need to be taken.

DR CASSELL: But | did use the word
"education.” | just want to reenphasi ze that.

(Laughter.)

PROFESSOR CHARO D ane?

DR SCOTT-JONES: | would agree with what has

been said so far. | would agree that we shoul d think
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about maj or changes but very carefully. | agree that
we shoul d take into account all the stakeholders, try
to consi der the perspectives of researchers, of people
who participate in research, and | think we should give
careful consideration to the social sciences. | know
that Marjorie is very aware of the inportance of this.

I think we should consider carefully children
and adol escents as distinct fromchildren. And | agree
with Bernie and, of course, with the point that Eric
of ten nakes, that we should plan for education about
any changes and educating again all stakehol ders, |RBs,
students, new investigators, and the public generally
who participate in research.

PROFESSOR CHARO St eve?

MR HOLTZMAN: Let ne start with the
structural question first. | think if one thinks about
human subjects protections, that the inpetus for it
starts with the word human subject. It has absolutely
nothing to do with what agency is doing it. It has
absolutely nothing to do with where the noney cane
from And the idea that there ought to be a | ocus that
Is centralized and deals with humans per se nakes al
the sense in the world to ne, and so | would be very,
very supportive of it.

| think getting it right is actually -- it is
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an opportunity for it to be much nore flexible and not
have a single univocal sense of what are the
appropriate kinds of protections but actually could
work with those different agencies to say, okay, you do
soci al science work. What kind of protections should
we be evolving for that?

So, again, when | think of centralization, |
think of rather sonething that can integrate diversity
as opposed to cone down with a single nonolithic set of
rules. So | would be very supportive of that.

And | think it would go a long way to starting
totry to nmend the problemof the public trust because
| know for those of us who try to do it right and still
get nailed to a cross, it would be nice to have a pl ace
you could go to and say, "W are doing it right."

| nmean, | could point you to accusations that
are now on the web about things that researchers have
done, where we know OPRR investigated it and found that
It was groundless, but it is out there on the web and
you are getting interviewed by the Washi ngton Post
about these accusati ons.

Wth respect to the education conponent, |
mean there the issue is what can we do ot her than
hortatory kinds of things. But it is clearly the nost

i mportant thing we could do.
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Dr. Cassell, education is the nost inportant
t hi ng.

And | was struck in the discussion earlier,
that in encouraging the teaching of research ethics it
is not a matter of teaching people rails or teaching
people nails, it is actually teaching people howto
think and bring a set of questions and consi derations
to their research which are not in their m nds
intrinsic to the research. Questions froman ethical
perspective of why am| doing the research? Al right.

How am | performng the research? And what wll be
the distribution of the fruits of the research?

| think that is what we are trying to do. An
education that gets people to say those questions are
as inportant questions as questions about whether |
shoul d use this or that restriction enzyne. Ckay. And
then giving thema franework in which to say that that
needs to be thought about and justified.

PROFESSOR CHARO | had a few comments of ny
own but first let nme ask if there are others who wanted
to speak at this point.

DR MESLIN. Have you heard from Trish and
Rhet augh?

PROFESSOR CHARO  Trish and Rhetaugh, are you

still there? They may have gone away for the nonent.
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Let nme intervene, and | am sure other people
are going to have coments, too. W have got, by the
way, about ten m nutes before we have to break,
unfortunately.

What | have heard peopl e tal k about today, and
over tinme, has absolutely included public trust and |
think it was Bernie or Bill who called it "uneven
regul ations,"” inconsistent regulations or sinply
differing regul ations that nake it conplex. Qccasional
maj or harmns, so far occasional nmajor harns,

i nefficiency particularly in the collaborative research
ar ea.

And one thing that may be a little bit nore
controversial as a "problent, that we would have to
decide if we think needs attention, is a systemthat
Is able to better influence research so that there is a
just creation and just distribution of benefits as well
as distribution of burdens, and that goes to the
hi storical problens of the inclusion of wonen, and to
sone extent racial and ethnic mnorities in research so
that we are confident we understand how t hese new
products operate w th peopl e whose physiol ogy or
circunstances are different.

Al'l of which suggest to ne that you would

absolutely want a central authority in the Federal
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CGovernnent for the purpose of being able to sinmplify --
first to make rules consistent as well as, as Steve was
saying, to facilitate a nore efficient way of anmendi ng
those rules or particularizing those rules to speci al
situations. Something that is now very difficult
because of the nultiplicity of agencies involved in
anmendnents.

It also seens like it would suggest the need
for such a central office to have the capacity to
rapidly respond to a changi ng environnment as to what
constitutes harm W heard that the harns that people
are worried about today now focus nmuch nore on privacy
than they had before and yet we do not have the
capacity to respond quickly to that.

It also strikes nme that ideally a system ought
to take advantage of incentives and enforcenent
nmeasures that go beyond sinple regul atory enforcenent
with fines or shut dowmns. There are incentive schenes
where, for exanple, accredited IRBs or |icensed
I nvestigators, as if you got a driver's license, are
subjected to a sinplified set of rules or a sinplified
set of auditing procedures as conpared to those that
have not been pretested and found to be presuned
conpetent to handl e these probl ens.

And it also nmeans that it mght be worth, in
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ny opinion, examning the role of state governnments and
state law, since if we wanted to focus on najor harns,
whi ch woul d suggest perhaps focusing nore attention on
maj or risks and beginning to clear out mnor risks nore
efficiently fromthe system there is arole in state

| aw, which covers things |like battery, the unconsented,
of fensi ve or harnful touching of sonebody el se, that
could be called into service to provide back up for

t hose areas where there was sone retreat at the federa
| evel , none of which would be inconsistent with

mai ntaining a decentralized systemthat is, at its
heart, professional self-regulation with sufficient
central guidance, oversight and occasional intervention
to maintain public trust.

Ber ni e?

DR LO A couple of thoughts. First, you
know, | have a conputer so | play around with charts
and things. | think it would be really hel pful if we
each made a |ist of what we think the problemis, that
we are trying to deal with, and circul ated them and get
a sense if there is comopnality or are we just sort of
all over the board here.

And, secondly, | really would |ike to think
t hrough the notion of professional responsibility. |

nean, it seens to nme, one of the things that is
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different fromthe traditional deference to physicians
and ot her professionals, is that we now have the
ability or sone ability to conpare actual perfornmance
to stated expectati ons and goal s.

And to the extent, again in the clinica
arena, doctors are being held accountable for all kinds
of outcones and getting used to the fact that soneone
I s | ooki ng over your shoul der, we should -- and there
is a whole sense at least in ideal theory, if not in
practice, that people ought to |look at their -- take a
hard honest | ook at what they do with a viewto quality
I mprovenent as a whole and m stakes literature now.

| think we should try and pi ggyback on to that
and say, we are not tal king about trust in the sense
that we know nore and you should just trust and defer
to us.

But trust now, | think, can be backed up with
sonme sense of outcones related to perfornmance and even
If it is just a procedural outcone, in terns of passing
a licensure examor certification or sonething, it
seens to nme that is better than just saying, you know,
you have got an |IRB that sonehow has a pi ece of paper
that gives you a Miulti-Project Assurance.

So to the extent we can build in the self-

i mprovenent through | ooking at outcones, that woul d
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gi ve people nore of a rational basis to trust the
I nvesti gators.

PROFESSOR CHARO Bill, and then Al ex.

MR COLDAKER: | think Bernie's idea is a good
idea to the extent that we can put out there what the
problens are, but | would think it would be good, also,
to have Marjorie or others put together a statenent
that we could | ook at as far as whatever those probl ens
are.

And then we set aside two hours to really
debate them because, to ne, if we do not conme to grips
with what the problemis up front, it is going to be
very difficult for us to progress to a place where we
actual ly get sonethi ng done.

So I think, you know, it is -- | think it is
wonderful and it has been very instructive to hear from
a nunber of the witnesses but | think with the
di versity we have here, it would be worthwhile for us
to really thrash out a common vision of the problemwe
are trying to sol ve.

| nmean, just -- you know, as an over arching
thing I know that we agree on a nunber of things but |
do not know if agree that this should be a very broad
and cover nore areas than it currently covered or not,

and | think those are the kinds of things that if we do
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not touch up front, we are going to be constantly
spending nore tine trying to figure out how to go down
t hose all eys.

PROFESSOR CHARO Al ex?

PROFESSOR CAPRON: | concur with both of those
comments. | wanted to actually raise sonething that we
have not directly tal ked about in the |ast few m nutes
as an exanpl e of sonething el se.

W have heard a good deal of discussion about
the therapeutic m sconception that has been raised as
an exanple of a problemand we have heard sone fairly
widely differing views about that. And | was thinking
as everybody was endorsing the notion of education, and
| thought that both Steve and Bernie gave a nice
endor senent of that, what woul d be the education on a
topic like that.

Wul d i nvestigators be cautioned as part of
Davi d Magnus' testinony this norning about the ways in
which they subtle feed that, or is feeding it really
quite all right because that is part of the hope that
Eric Cassell tal ked about at one point and so forth.

| wanted to know whether it is our sense that
in this report as part of the process of exam ning the
present systemwe would intend to address substantive

I ssues of that sort or whether we intend to flag those
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ki nds of issues, explain why they are difficult, and
suggest that that is one nore reason why an ongoi ng
structure i s needed, through which issues |ike that can
be thrashed out publicly and with input from people who
realize that those issues are on the table.

| do not think the average person who is an
| RB or an investigator knows that that is necessarily
before us, for exanple, but if there were an office
that says, you know, this is a big issue and we want to
prepare appropriate educational materials, or we want
to put sonething in the regulations, or in the guidance
docunments that are given to | RBs or whatever

So do we have a sense that in this report we
are going to get to issues |like that or would we get to
themin this latter way that | descri bed of sort of
saying, here are a bunch of issues that are current
i ssues, and the only real way to address themis
t hrough sonme ongoi ng process?

PROFESSOR CHARO Let ne just warn you because
Marjorie needs to | eave as scheduled at 12:30 that
there will not be tine to answer your question from
menbers of the Conm ssion right now

PROFESSOR CAPRON:  Just on the record.

PROFESSOR CHARO But if Marjorie would Iike

to have any cl osing coments about things people shoul d
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think about in addition to that so that when we pick up
the di scussion we are ready to respond, feel free.

DR SPEERS:. Thank you.

As | envision this report and the types of
recommendations that will be nmade, | think of them as
the Comm ssion dealing with the broader issue. Sort of
openi ng the doors that then another body, whoever that
woul d be, can go into nuch nore detail on it. But | do
not think that we -- | do not think we have the tine,
the luxury of time to go into detail on sonme of those
| ssues, but we can certainly open the doors.

PROFESSOR CHARO: Wth that, | would like to
excuse Marjorie and --

DR CASSELL: You are excused, Marjorie.

PROFESSOR CHARO -- to turn the chair back
over to Alex as we shift gears back to the
International Report. As | understand, there will be
approxi mately a 10 m nute di scussion on an anended
recommendat i on.

| know that Ruth and Alice will be back in
nonentarily and presumably lunch will arrive at sone
poi nt for everybody to have here at their favorite
seat .

PROFESSOR CAPRON: Feel free to nove. Wy

don't -- does staff know whether the food is about to
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be delivered? GCkay. Wy don't we |et people stretch
their legs for five mnutes and if you have not checked
out, you better do so imediately and so forth and so
on.

(Wher eupon, at 12:30 p.m, a break was taken.)

* * * * %



